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10 R’ islower alkyl, -(CH,)m-C(O)O-lower alkyl, cycloalkyl or -(CHz)m-phenyl, which is
unsusbtituted or substituted by one or two substituents, selected from the group

consisting of halogen or lower alkyl;
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substituents, selected from the group consisting of halogen, trifluoromethyl,
15 -NR’R”, nitro or —=SO,NH,, or is
- cycloalkyl, unsubstituted or substituted by phenyl, or is
- (CR’R”),-heterocyclyl, selected from the group consisting of
tetrahydropyran-4-yl, pyridin-3-yl, indol-3-yl, optionally substituted by halogen or -



- tetrahydro-naphthalen-1-yl, 5 -
CHR - napht hal en-2-yl, - fluoren-9-yl, - (CH2)o-S-Iower

w@bkdogl1p09ss ( CH2) o- S-benzyl, - (CH2)0-C(O NH2, PADEP2004/005177

5

10

15

20

25

(CH2)oNR R", -CH [C(O )NH2] -(CHR2)o-phenyl, -
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above, [ .S attached via an oxygen atom 25
The te'r@_g%%\égr(ﬁg[gfé%ti cally acceptable acid addition
sal ts"- (@HWAWR”salts with inorganic and organic

aci ds, hlorig acid, nitric acid, .
sul furi@f@gpjﬁkﬂ%ﬂ@%ﬁ' E3169":1aci d, citric acid, fornic
aci d, f(@m)i-CFacid, naleic acid, acetic acid, succinic
acid, t riGacid, hane-sul foni c acid,

p-tol Riasanle e: éé%é‘ul‘gP fd the |ike. WO 2004/ 100958
PCT/ EP2004/ 005177 -3 It has been found that the
conmpounds of general formula | are y-secretase

i nhi bidmdrsisdna 2 he rel at ed conpounds, nay be useful in

the treatnment of Alzheinmer's disease. Al zheiner's
di sease (AD) is the nost common cause of denentia in

I I : e : ' Fcterized by
e fephePpresR oA TR R s R
As used herein, the term "lower alkyl" denotes a saturated straight- or branched-
chain alkyl group containing from 1 to 6 carbon atoms, for example, methyl, ethyl,
propyl, isopropyl, n-butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred lower alkyl
groups are groups with 1 - 4 carbon atoms.
The term “cycloalkyl” denotes a saturated carbocyclic group, containing 3 — 7
carbon atoms.
The tefm "halogen" denotes chlorine, iodine, fluorine and bromine.
The term "lower alkoxy" denotes a group wherein the alkyl residues is as defined
above, and which is attached via an oxygen atom.
The term "pharmaceutically acceptable acid addition salts" embraces salts with

inorganic and organic acids, such as hydrochloric acid, nitric acid, sulfuric acid,
phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like.
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30 proteins unrelated to APP and Notch.
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Objects of the present invention are the compounds of formula I per se, the use of
compounds of formulas I and their pharmaceuticallyuacceptable salts for the manufacture
of medicaments for the treatment of diseases, related to the y-secretase inhibition, their
manufacture, medicaments based on a compound in accordance with the invention and

25 their production as well as the use of compounds of formula I in the control or
prevention of Alzheimer’s disease.

A further object of the invention are all forms of optically pure enantiomers,

recemates or diastereomeric mixtures for compounds of formulasI.

The most preferred compounds are those, wherein R? is lower alkyl.
30 Especially preferred are compounds of this group, wherein R’ is cycloalkyl and R*is
-(CH,)o-phenyl, substituted by di-halogen or -NR’R”, or is tetrahydro-pyran-4-yl, or is
- tetrahydro-naphthalen-1-yl or is -(CHZ);,-pyridin—S-yl.

The following specific compounds relate to these groups:



7-chl or o- 4-

(4-chl oro-2-fl uoro-benzyl)-2-isopr opyl -3-0x0-2,3,4,5-t
wermahyuso- benzo[f] [1, 4] oxazepi ne- 5- car boxyl PCT/aR1004/005177

cycl ohexyl am de, 5

7- brono-4-(4-chl oro-2-fl uoro- benzyl) 2-1i sopropyl - 3- oxo

B o et
7 Héhﬂj’[ﬂ-[lﬂ;él oxazepmet-)S carboxyhc acid cyclohexylamlde,
(g7 %d%r {;%Jé— o %oéﬁ g)gnf}{l -2 Fsg)lbg(fﬁﬁ 3%5:0ES Qq)gytegraﬂ%o—
3)baﬁecr[E]gnéﬁ)mmpbﬁchaxdbomdmdadwtlghwhmde de, or
27C grogncsélz(étc&xg(ﬁ‘y-d’ggua 19- %e&ﬁjggﬁtlgc%r%a %—8}% 94; 445 ¥et1)ahydro—
omi@cqf]rﬂB,4§)m@dplnm<5dcmg>oa)ﬂicdwmimtloheo@ak?dladdh gr

oro
e e e R

0X3ESiHdAe-benZif] anboka@pﬁxekﬂjcarb@tyhh ecngl Icmibhie)@}adude, or
8-di et hyl am no- 2-1i sopr opyl - 3- oxo- 4- -tetrahydro

nap | enz | 4
oxa27t Qﬁ e El'}é’ o%ﬂ %gtegré]%de )P?Ta\{hi 3’)) P%Qrﬁig’e{e{r]a}r&d]fg‘]
10 7- ‘tcdﬁlz@[lfn13}05&@@1@@54caﬂ>o&)d0:—a¢}¢rychohexylﬁmxdbmt hyl -2, 3, 4,
5-tetrahydro- benzo [f] [1, 4] oxazepi ne-5-carboxylic

[ I I
o t SRR B P A Rt S BB SRR RS 5
amétrﬁilﬂydlrﬁ—be(lﬁ'ﬂﬂ):hﬂdxmine Smboxydmtaad cbg«lomxyhmldge@ or

| g%\g}et}g?%w 2 69P£’r°Pé’5% 19%91 4‘126‘1% 3, 2 ’cetﬂhyd?‘(%I %%ﬁﬁtﬁmglteﬁ q4 ﬁ)/ 2,3,4,5-
( Qid&)tl@rbﬁ*béﬁid[f]ﬂ d] mzﬂpirfe-ﬁl-ba,rboxyhc-aad cyclohexylamide, or

15 c o BT apd To paantpy SUful Ry SRR ©
( 2brzdlif (11 4dsxazligne§+arboxylic ac1d cyclohexylamide.
- 2-ethyl -3-oxo0- 2, 3, 4, 5-tetrahydro- benzo [f] [ 1,4]

oxaz I#?FEP% Fréf#) OX)QB]I@%? 3'13 m‘il‘?fli BQH,% %Iv«%maﬁ@t wherein R® is lower alkyl
-Zindslb“prsopyl 3- oxo0- 2, 3, 4 5-tetrahydro- benzo [f] [
d | d
c(hfgﬁopztfpn(gsﬁl?sﬁg‘?t @B&ﬁ‘\ hago%,é' Iﬁ?h}é’ i sop?opyl 3- ox0-
202 3 @R’E”Ioﬁidoal?oy)dr substirateddy[léyer{alkoxst] or
oxaze ﬁ‘S{bS carboxylic acid butyl am de, 4-

(43 s/ P&mi no- benzyl)
2- (Gop-bpivdo] 83 btuddyyl3eroxo- 2, 3, 4, 5-t et r ahydr o- benzo

TR enr v, e B o
-oxo 2,3,4,5- tetrahydro- 35 benzo [f] [1, 4]
25 BRE %Illgannsg S%%(El cc rlniagur?&:s rglateefo tchets)el:J é%lula)gn de and
7-chloro-4-(2,6—d1ﬂuoro-benzyl)-2—ethy1—3-oxo—2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide,

4-(4-dimethylamino-benzyl)-2-isopropyl-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide,

30 7-chloro-4-(4-dimethylamino-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide,
4-(4-dimethylamino-benzyl)-2-isopropyl-8-methoxy-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide,
7-bromo-4-(4-dimethylamino-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-

35 benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide and
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The present compounds of formulas I and their pharmaceutically acceptable salts
can be prepared by methods known in the art, for example, by processes described below,

which processes comprise

a) reacting a compound of formula

with a compound of formula

RENH, III
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converting the:conpounds obtaingd into

pharmaceutically acceptable acid addition salts. The

conpoynds of formi a |, maybe prepared in accordance

\ﬁi“gpﬁm aecofmomucr)lvmoﬁpgors ur%%rre 1. 10 Schemre 1 0 0 (Rn O

(R" (R)n [/ 1 + R2CHBr-COQAl k VI Al kOOG NaOH HOOCI

30 HO\ NANHR2 0 VIl ORI R'NW R8 HN O 3 (R" /R+

UG - Reaction R4\ N~R)" 0 HOOC + Ra -NH2 + /// N
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ve.
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. O NH
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o:& R"),
O
2
R I

5 and

if desired, converting the compounds obtained into pharmaceutically acceptable

acid addition salts.

The compounds of formula I may be prepared in accordance with the following scheme

1:

10 Scheme 1
) (0]
o 1 R), 9 R
] R), NaOH n
+ R2CHBr-COOAlk VI AIkOO)C\ HOOC
HO NaH R¥ O VI Rz)\o '
V
IIR3
G, R’ R "o ®)
HOOG . RLNH . r\{+ UGI-Reaction N "
% SRR :
R2 (0] 1l 0 [
] R

In this scheme R to R* are as described above.

15 A general synthesis of the benzoxazepinone skeleton is described in Zhang et al.: ]. Org.
Chem. 1999, 64, 1074 ff. The corresponding o-hydroxybenzaldehyde (V) is reacted with
the alpha-bromocarboxylic acid alkylester (VI) to the 2-formylphenoxyacetic acid
alkylester (VII), which is subsequently saponified to the 2-formylphenoxyacetic acid (II).
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tric acid ric acid and the |ike, an
oregmppco;g@qtqga@,@gﬁags hydseghioricacl, h Pﬁh@BF‘Hﬁ’rC@C‘Z}c fufuric acid, nitric

gl f%’ 5 tphSS %glg ecﬁ%'hH‘fh@lﬂéCérgi m%éﬁ'c 'a&d@ﬁidﬁas :{Eéht ScidGrépionic acid,

, succinic acid leic fumaric
acgljdcoht: a¢1dgp}1rgwgg¢1d oxali¢ pgid rﬁ@;l}cdiad@ @'ﬁ‘i‘(‘,ﬂl% agigjsyccinic acid, maleic
:{]H@ in?g sda, tgﬁzﬂqj&ld&: At fbid, IensEE Baa ec%ﬁ‘ﬁzfrfﬁ@ |a€1d?1€ahﬁ’dehc acid,
anesul 10

nic acid, p- toluenesulfonlc aci.d $ y
15 acnndthanq;ulfh@lc apidkethamsgpliends gc}) , rinluenesd fopicac §a11 Y¢ acid and the

Iﬁ?eoﬁ%ﬁgaqxn‘?lﬁrhe'e B&Lelis @irsmﬂcin 3R Y Nbrganie Roldent Qi ;i%)dlethyl ether,

acetate, chlorof orn1 ethanol or met agg
andhﬂheethtekdﬂomﬁ@m, tethage} o mefbaepliond she Wrepppdyphe acid added ina

S Oil%%nﬁ%oh;- e 'It H{r@ isirSailBi AR nRPONBR00CCTRORsulting salt
er eSU t In

preci gl tates S ont aneousl
or preeipithies sromiatepudyior mayb@brmg bowtiatRolat pe@@thﬁéﬁsapolar solvent.

solvent. 20 The acid addition salts of conpounds of

f O r mfli‘l Ldid TR¥AGH SARE E&rﬁgoﬁrﬁisto'f' Cornfild I EBE‘ dbiv@rtbd &ethe

ytreatmen W t | east a stoichionetric
eqmrveaspemdmgufreabassmbx tpitmentwish alerst a stoadvemeis Fquwalent ofa

p o&%?a%le%é@(féﬁ QX SBumR? E@é@éﬁ'ﬂ Iﬁﬁf&@d@b@tasﬁ@&i' cd#fBonate, sodlum

onate, amonia, a ke. The conmpounds of
f obivarbagate, amnaoniieind iedikeraceut i cal |y usabl e addition
salts 25 possess val uabl e pharmacol ogi cal properties.

Speci f ’Tﬁ@cérﬂ?oﬁﬂds RagorRRER IfaﬁH Rigk i ﬂ%rniah&tlcﬁlwm@bﬂ@ dédigibn salts

the present Tnvention may inhibit the y-secr Ehg
25c oprpsess veluolle @hameeglqgg reaPeriien Spesiliedt ]Wrst & fiiand that the
t egct)m cl\llxlecﬂ ol%%leellarg%frl fivention may inhibit the y-secretase.

The compounds were investigated in accordance with the test given hereinafter.

Description of y-secretase assay

The activity of test compounds can be evaluated in assays which measure the
30 proteolytic cleavage of suitable substrates by y-secretase activity. These can be cellular
assays where e.g., a substrate of the y-secretase is fused in its cytoplasmic domain to a

transcription factor. Cells are transfected with this fusion gene and a reporter gene, e.g.,

firefly luciferase, which expression is enhanced by the transcription factor. Cleavage of



Description of y-secretase assay The activity of test
conpounds can be evaluated in assays which neasure the
w@oopnaevl yti c cl eavage of suitabl e substrat eBCHEP2004/005177

y-secretase activity. These canjpe cellular assays
where e.g., a substrate of the y-secretase is fused in

its cytoplasm ¢ donain to, ranscri.pti factor. .
s §ived Bbpials oy acreatans T e (S RS ebie renqutes gene which can

reporte ne, e.d. firefd Lfer [ S
RSl Foeneipititse arony Tt g Ry sl B pe determined in
d c@ﬁ‘—g@g & Oitro\Wehys Qb 09 I EllRfsh i EBA RPN D ARy decretfhe LoBiplex is
fused substrate by y-secretase will |ead to expression |
ofinetbatadepith & ewit Ruderdvedsabstraewhishils deaved tthe Abeta peptides.
a 0 - r . .

 SERLRL LSRR RR BRI e ol g, o

a loeb bf hepsana ocigint wtretenipethpepyidseehich sabe mepiussd wish the specific

[ ted with a suitable APP-der, ved .substr.at Lch .

| i avan hirtrirat huh Bamae et HBbEY SRR Tl 16 freduction of
PrReleead HeePthu Brovidng enedeiresfinhibdtion.t h specific

ELI SA assays. Cell |lines of neuronal origin secrete

Abet a peptides which can be neasured with the spegific
ELTISAnxiisagssayTpiaatentatase aftivey SempdtRit \meaRrang iapiien as a source of

y-secr et ase,| eads .t.o reducti on-o secr et I . .
10} HEEEBE apd ﬁéecgnﬂaélag& ft\éj%osflgftf‘?%f &ﬁ{tfrocf?.ns%ﬁoeﬁﬂ% é\?ﬁ%{rglgal 100. ammo.
?%@%s_&huﬁraama&ﬁo&?am{sm taslefor ;?urﬂﬁéﬁeg wilibhtis aspeessed in E.coli
raction as a source o 0 y-secretase .and a_ .
r e@crisgHalable sppr eé%%‘t’fic%ﬁfe‘?-g-Eﬁfﬁeﬂ’%ﬁ%"in&m trpfgin corresponds to

c ; . .
6Xﬁ|§'g{ﬂlngi§gﬁd P fit whfchd8uff a ﬁs{égi%%?e Flesage Bﬂhgextracellular

or purification IS expressed in

E. &¢thiin ahB vwhidle@iHsatuddliBe pyRE@seisabstiaes The assey principle is described

Et 15. This reconbi nant protejn Go sponds to he .

150 Cana T a AceNAS BouanBianpu el HeRRBals st Guchaically disrupted
cl ﬁﬁit’tsﬁtg %tlielfoséta%@l t?a&‘ti()%@l%élh!de@ by gﬁ?ﬂéﬂttﬁl @d_?_ﬂriﬁ&@ht@dh. The membranes are
constitutes e y-Secretase_supstyate. e. Sa
o soketiied In deiggrbt [EA PO ARSO] anehangvbased wRARS KB ibjtrate. The

6138-6143.(2000). I [ I
di gﬁﬁﬁ?&él&s ARt b RO S ARGARE P Bl sibstrate are detected
di b giecificIBAIS A eR4yisiat desatibah(Brddkhanehet ah dkeusrreport 9(7), 1481-1486
sob%s%lized in detergent (0.25 % CHAPSO and i ncubated

20, e APP substrate. The Abeta peptides which are
produced by y-secretase cleavage of the substrate are
det ect Ehe pleferspeninfionnti 6 akBayls0.ds tikdist belbwdre described some
(Brockhaus M et al, .Neuroreport 9(7), 1481-1486 20
( 19@8 Yo theyesegretase MRt npounds show a 1 C50-1. 0. In
the list below are described sone data to the
y- secr EtEIHmITRG T 90;, ¥R € NBandfi®Nol N[ VIIQ:Pin vitro
Exanplle No. "I C50 ijn vitro 1 0,428 115 0.97

1 0.28 115 0.97
10 0.97 117 0.89
12 1.05 122 0.96
16 0.89 133 0.31

30 1.10 134 0.18




10 0.97 117 0.89 12 1.05 122 0.96 16 0.89 133 0.31
30 1.10 134 0.18 WD 2004/ 100958 PCT/ EP2004/ 005177 -10
w@ 200917095850 0.67 76 1.16 160 0.46 86 0.83 1PGI/BPRB4/005177
89 1.04 178 0.81 96 0.62 186 0,62 The conpounds of
fgrnula I and the pharnaceutlcal y acceptable salts of
the ce pott O1 Ot iy —can—be I—as—redircan s,
e.g. |n thg%forn1of pha?ﬁTceutlcaI preparetiong?&ahe
pharmpceuti cal preparations cdan be adni ni stlered
orally, e.g6 in the 5 fidém of [t abl efl6] coatled t abi®ts,
dra?eas hard and| soft gelatlne capsules gol uti ons,
enul SHeRS—F SUSp:ﬂSiGP" The dUHIHI ratgn—can
however, %{o be =ffecp§ rectial |y, g?g. in the'?orm
pf_su3p03|tories, parenterally, e.qg. in thg form of
injection s39 utiops. Thé4conpounds &78formila | @8h be
procegssed with pharnaceutically inert, indrganic or
or gani-e—earfiers—tor—the;productionygi—pharmaceug
prepalatloﬁ§| Lact ose, 0% fo CO?F sta#g gr derlva?F%es
thereof, talc, stearic acids or its salts and the |ike
can be used, for exanple, as such carriers for
tabl ets, coated tablets, dragees and hard gel ati ne

capsul elfh U IrPEJ %?lldg oﬁ%%%lh%rl Sindl ﬂ]{ S@ﬁfrﬁagﬂtﬁ%ﬁc&ﬁmyéa@@ of the

ar e, waxes
s emnpmhdd oﬁﬁodmhladwad bpobedails medmmens, ¢-gMe thttf@@@mf phgrmaceutical

arkreraves b SbiFy R B R 6B RGRE By, . in he

e case O
5 g d’oﬁh iofieableg sodted tabll&s Emgeab]haard@ad spfb gelatimg cappides, solutions,

ction of sol ut
PERSHSEAOf S 5 MR SR 0 DRI ey e
Suntth@foerm@frsnpmsstoﬁar, psnepp:odlnyt og.iie thedoen of Unecﬁ@ﬂanblltléns

Fatural or hardened oils, waxes, fats, sem-liquid or
I qul ol s _an
prep a?g? Poug g%%)l?lglg aeIkcgn bgﬁfoc@l@& %@?ﬁvfz_ﬁiiﬂsggmﬂy inert,

S thutgahlcmrcsgannstaaheﬂs farehs prqdatmrngf ﬁ@emageutlcal preparations. Lactose,
10¢ g}.’lclr{s} Ig{abﬁ de%\é\%i%%z WSt t%l%l s%a%ta&ds bk gy ?apt@ 9L g theslﬁéetc§n be used,

osnoti ¢ pressu mask I Ng
agfen %&mple,wstsudmadams for tAley, ooawdaﬂéets,cb@gem arnds,hard gelatine

22%?)rélﬂ1%%h ﬁ&%@ﬁ% ‘t&%ﬁg‘{j :%I S ?[l UIE;IBI&% fa%:%{?l%g %@Cﬁ)‘f‘ ex;MﬁﬁE %Q&El@ oils, waxes,
ph@atsyeegtdolidaht Yiquid polyols and the like. Dependmg on the nature of the active
substance no carriers are, however, usually required in the case of soft gelatine capsules.
15 Suitable carriers for the production of solutions and syrups are, for example, water,
polyols, glycerol, vegetable oil and the like. Suitable carriers for suppositories are, for

example, natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

The pharmaceutical preparations can, moreover, contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
20 the osmotic pressure, buffers, masking agents or antioxidants. They can also contain still

other therapeutically valuable substances.

Medicaments containing a compound of formula I or a pharmaceutically
acceptable salt thereof and a therapeutically inert carrier are also an object of the present
invention, as is a process for their production, which comprises bringing one or more

25 compounds of formula I and/or pharmaceutically acceptable acid addition salts and, if



acceptable salt thereof and a therapeutically inert
carrier are also an object of the present invention,

W@3g00ua0@spr ocess for their production, which cPOPEPBEs005177
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bringi ng one or nore 25 conpoung _of fornmula | and/or
phar maceutical |y acceptable acid addition salts and,

i f, WD.2004/ 10095 / EP2 [
R s R e G R R N
a adaliistratidn foadnbgdtisdr mdth @mre dranone g epduticallyi inkrt omeiersy

nmore therapeutically inert carriers. In accordance
with the inventi S r
T e e

t phamoaventdally acq@p’abhtrsh]tme ofefill ih tlesemérobas p@verﬁlmfulh@sses based
i nhi |t| n of e y-secreta as of Al zheimer's
io8abe N abaglensig sroh ik Aeiras et o and

yvil!,_of course, have to be adjusted to the

i ndi viTgd@losdg Qs GAYRRhEn itledieibs di’ﬂrv}lllC(bﬂ ursedsfe td lﬁb adjusted to
the case_of oral adm.nis ratlorlwthe efor adul t.s h
¢ dbe ARyl RAUEISBISRSON ach TR G158t 10 B Gaie gt B agpgpistration the

01d08a gl FEPRMING carPbarP &O& #out 00MMBtolabolit IUOOtrH§per day of a compound
correspaondi ng anmouint of a hg@maceutl cally acce

1o generaliprr@af or vHEe GairPPORBIEE G HAY ObeP ﬁaam@{cgfyea&ceptable

aSsaE tHéQéo? "P&%S&ﬂQrdokage %a‘{r'b@%&nﬂﬂ%ﬁed&ﬁ dinglel da)sa&dmtdlﬁaed doses and,
per limt can al so be excee en tth Sb

fonﬁ itlon e e s g2 2y SEeades Hive tlpig s foyygd to be indicated.

G anul ation) Itemlingredients ng /tablet 5 rTg 25 ny

100 ng 500 ng 15 1. CygpetmEntilatodr (Wiétaran®ladén)100
500 2. Lactose Anhydrous DTG 125 105 30 150 3. Sta-Rx

1500 6 6 6, 30 4. Mcrocrystalli ne Cel | ul ose 30 30 30
1@@@81198@&&si um Stearate 1 184gblsh Toral 167 167

167 831 Manufacturing Procedupengd. M 25ikigens 100 mg, 3 500 mg
and 4 and granulate with purified water. 2. Dry the

gr.anul es at 5 3. Pass the grapules rough i tabl
fﬁ?‘gfrff)fm‘%n Add ite % i 500

mili fef 5 ant®mi x for-three
m nut qgctdg@pmﬁﬁsrauppT@ sui t abl e1ps ess.105\0 2004/3000958 150
PCT/ EP2004/ 005177 -12
Sta-Rx 1500 6 6 6 30
4.  Microcrystalline Cellulose 30 30 30 150
5. Magnesium Stearate 1 1 1 1
Total * 167 167 167 831

Manufacturing Procedure

Mix items 1, 2, 3 and 4 and granulate with purified water.
Dry the granules at 50°C.

Pass the granules through suitable milling equipment.

= R

Add item 5 and mix for three minutes; compress on a suitable press.



Capsule Formulation ItemlIngredients ng/capsule 5 ng
25 ng 100 ng 500 ng 1. Conpound of formula A or IB5

wQ@2002009590 5 2. Hydrous Lactose 159 123 148 -PET/BP2004/005177

10

Corn Starch 25 35 40 70 4. Tal¢,10 15 10 25 5. .

Magnesi um Stearate 1 2 2 5 Total™ 200 200 300 600 1o

Manuf acturi ng Procedure éggié 2 and 3in a

sui table m xer for 30 rriéél Sme?%olr AGd itens 4 and 5

and mx for 3 mnutes. 3. Fill into a suitable

c &tpau [rezredMnt? 004/ 100958 PCT/ ERRQQApsuE5177 - 13 The

followi ng exanples illustrate 4he presgnil,,i NVERLLON 500 m
without Iimting it. The exarrpEf eg are coﬁpouﬁ’gs g/hi ch &

can exist in the formof diastereoneric m xtures, as
r acem@oepouad of fsmope Ixat By pur & conpdiinds. 518%kanpl 500

1,7-B - ——
(f; 6- 3%’%?%%?&9 Oéenzyl )-2-isopr op§/5I9- 3- o%<203- 2,3, 4,1%% tetrah
y6ro- Qoem8ardf ] [ 1,4] oxazepi nd55-carPoxylic 4@id 70
cycl o | am de a)

2-4( 4- ch?/m 2-fornyl - phenoxy) - 3- rlngt hyl -]bsutyri c é(():i d To
a 550l Magnesiof SeBeg (3.3 mmol ) B- brondsal i cyl af dehyde
in di r:fel't ylformanmide (6 m) 10,0, 2 gygpdi um Bygri de goo
(60 %'suspension in mneral oil, 5 nmo was added in
small portions at 0 C. After stirring for about half
aMinoufactdrifbPrpceddrgl- 2- br ono- 3-net hyl  butyrat (5

mmol ) was added slowly at roomtenperature and the

m pture W?\iixq{e{n‘g‘r’f? 5&8 r3n§§\ Eguigepole%gb@r Breothaltes. Af ter

25

cooling ice wa and 1N sodi um hydr oxi de
sdl.ution Adssitemiteend/hand mielor 8 pipUtethe ni xture was
extracted i i ethyl acetate, the 15

c)(;stm ned or%]g{lnﬁ(ga %?/%?es ELPee' dried (MgSH4) and
evaporated. Short column filtration of the residue
yi el ded the ester that was used for the next step

wi t hout characterisation. The ester was dissolved in
2 m of nethanol and 2N aqueous sodi um hydr oxi de
solution (2 m) was added. After stirring for 1 hour
at room tenperature the solvent was renoved



by rotary evaporation. Water (3 m) and 4N
hydrochl oric acid was added until pH=4. 20 The m xture

worw4aatosact ed three tinmes with ethyl acetate, PCTEP2004/005177
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conbi ned organic |layers were drhed (MgSAHM) and
evaporated to yield 0.125 g of e title conmpound as

?mh%#gﬁﬁev§§§ exwpleshﬁuggreﬁe gh@presegtg 1nver£t1on witho %)lin‘u%ng it" The examples

7-aE’e‘ G:ImPélur(cB vﬁnch Ednu@dm ib eyt -of disseprompytic-iBixtixes, 2s Bacemates, or
5- te%ﬂ dr o- enzo [f] [ 1,41

ofﬁ?gﬂ? &P r%%??ﬁﬁ&ﬂ ¢ aci d cycl ohexyl ani de To a

solution of 0.12 g

2- (4- brono- 2-f ornyl - phenoxy) ; nq -butyric acid

(0.4 mmol) in onmathy|sulfo@t’fa 8m)0057g

2 7OB£5hd- uqa@bﬁﬂm@mﬂz?l)(zom ﬁm ~oRed 3,45 8falfydro-

cl ohex I socyani d s .added and t he
ribepenidl Loxampéwe‘é*cwomqm slotegiamidg 10 o

aqll)'ey@%@%%&hﬂ%&ﬁ&ﬂgLxﬁ&ﬂhopbﬁ@nehaldv\as added and
thé mxture 30 was éxtracted three tinmes with etyl

?Cet al utm-l;gg C%pngl gfgw%lg? \[l]plééralgsaa}(ufﬂ%ld rgl(zdgrg,{rg%Eyl’formamlde (6ml)
p tLUh 2 % bSHumHyaside @d;mmusgehslaﬁm ﬁﬁhliéi@lfml Wrﬁﬂﬁol) was added in small
et hy

acetate / h 1: t t
o FiengatDIe: A exgﬂga s@lbwtgﬁ'%f 1 /0P %fomo S methyl
2%&9%&%&@3@@@ é%@%l ?Jom tefip é\z@tuﬁé an( e misBhe Was allowed to

537
( 216267 G TQJ@Y%nleh z&fqey C@hrﬂg bcﬁﬁ’%‘ifl %g@&%ﬁén’g s Bélsg’tqyéf %fide solution

y dd(rag -2 dRENE Rl Hasic I 0¥ AA RO RatexERAL Ra Xt ﬁnﬁ@iw@lth ethyl acetate, the
4-di chl oro-benzyl am de 5 The title conp

omomln@hongﬁn@é%@ﬁmﬁ drigd @\4&%04&686 F&qn?gatﬁgu@ﬁét Column filtration of

Pre edide ?el&’&ﬁﬁé EREAKAOKas@NATTRE helndt$ k8B without characterisation.
1, 2- dICh ro- 4-1 socyanonet hyl - benzene |nstead of

?MM% :gg;)(;: g%}glgd ?Mﬁp?no? @@);\Z/I% aqu%rfﬁﬁ]él Zg%omde solution

t A :rglg%él? g&&’ekgg %\gﬂgf &tﬁr%i {&2{1?0\(1& ht 2ok 5pe¥atﬁi§,0th3 s@veéhtIras removed
- in car pox _

acbyoro@gnz eGHROR3 ] V\%Péer (3 1)) oy Npd icamidas (aéﬁﬁﬂguntﬂ pH=4.

0. m&tﬁre% eﬁbf&&t&{‘ﬁffé’é ﬂuﬁé&bﬁ%ﬂé‘dﬁﬂ dc3@tdYthe Dmi¥HfinedBTRADic layers

were added to a solutio

e Srio M Par i pPaISAYY SR 1155 ofithetidy ppmpastes colourless
|q?ﬁnalogy to
2-(4-b -2-f s phenoxy) - 3- et hyl -butyric acid
[dM§mMeé%ﬁ523%0fﬁﬁﬁ% @5%ﬁpléiﬂ?gﬁguégﬂethy¥ but yr at ,
100 nmg, 0.35 mmol) in nethanol (0.5 m).

b) 7-Bromo-4-(2,6-difluoro-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-

benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

To a solution of 0.12 g 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid (0.4
mmol) in dimethylsulfoxide (0.8 ml) 0.057 g 2,6-difluorobenzylamine (0.4 mmol) and
0.044 g cyclohexyl isocyanide (0.4 mmol) was added and the mixture was allowed to stir
overnight. A 10 % aqueouos sodium chloride solution (5 ml) was added and the mixture
was extracted three times with etyl acetate. The combined organic layers were dried
(MgSOy) and evaporated in vacuo. The residue was purified using column
chromatography with ethylacetate / hexane (1:4) as eluent to yield 0.03 g of the title

compound as light yellow foam.



After stirring for 2h at r.t., the title conpound was
i solated (diastereoner 1 [inhibitorially active],

WO 2408n0096% tinme 2.09 mn: 17.9 ng; di aster eonePCREP2004/005177

[inhibitorially active], retentllgn time 2.28 mn, 7.3
ng, conbi ned yield 14 % MS: mé = 521 1 [ MiH+]) from:

t r a", ' e +0 preparative
Hgﬁ%“??ﬁ% %g' é%)’ég?/ﬁw%z i OXZO’Tm sol vent
gradi ent 5-95 %CHSCNln 0.1 % TFA(aq) over 6.0mn, 2
= 230nm flow rat e 40n / mi nixanipledpl e 4

y lgoglfp?’édg%c‘hl ?1 1)3nz§ﬂ%)éilcs)ép2togyl— L% fd?] ey i n ;o
[ ﬂﬂen[zo (B[ 1] ocxazpips-hreatbordidaoid 3, i-diddirg- bﬁpzﬂ@imedwl ani de
gl;h;:qtﬁgffbHP%gﬁa Q@g g)gggxegg% ﬁ%vr\ﬁgaﬁéglégﬁiegdr#a%ol}lﬁlﬂg t9®Re procedures
2- deéabj’edm@‘&aﬁ@ldw&mﬁlﬁﬂmkq}ﬁorﬁ -gisotyahemythypbemienninstead of

.aCI%E% géggl{ﬁfreﬁ%F h noxy) 3 met hyl - butyrl c acid
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[Q\)islfmle@%} 62‘9«%12;@%1&?;@8363@&11%@% ,0®pi oni ¢ aci d

ethyl ester) as a mixture of diastereoners. Exanple 5

30

7- Brono- 2-butyl -4-(2, 6- dlflu%)faén%lgazyl) 3-0x0-2,3,4,5-

t ei-Badi 6102, dd8ifinetd-berdzil) 4 ﬂhﬁlzﬁbme,ﬁ,ﬁaeﬂndwm-c acid

cy.cl Ohﬁ-ﬁil‘@m de WO ZCR/%)M 0095 /EFI’ZOO /005177 -15

THeDEP SRETRIAT feac %Yéf YRS was

obtained in analogy to exanple 3 from 2-

(%, @JDlﬂ@or%bE@?dhyﬁma temess 935 mineol pavad oychoiexylispeyepide €3P g, 0.36
d

DB 2GRN e AP o H g oGP Phe oo e gid

1] fré aédmtdﬁmoggto DI oi5Bsap Lok E)]-plser@x)- xmmhyldfutync acid [example
er e

7 iR G e ERcK TS BY WA 1035603520 oB ip st 5 -

- befgakitding for2hax Az ok e 50mp@hb:bwyd 1s(da’@d I(diastereomer 1 [inhibitorially

CyC| omexq%!ggg%gt?rgp ﬂgatn':uhl ﬁn%%gng lél tgl’egg{lgﬁ% T’flg?lgpltolrﬂa@mctwe retention

CYt(ﬁln‘é b@sxhﬁm Ben@REmbined yield 14 %, MS: m/e = 521.1 [M+H"]) from the

;znr(egq_tg)%gsﬁgé)}jy?rgversedp %Qe? )I§¥2papa%fv¥ HP(LCa & I\ﬁiC (C%metyﬁrep%w column
202 i

[ eé@eﬁmfﬁfﬁ%%k%@gﬁﬂg(ﬁl @N E@gg%"é ;Ig:%&téé’c[g r?gelaGOﬁln, A = 230nm,
5- fidwl eated@uni/mih al dehyde) as two separabl e

di astereonmers (both inhibit %(iulniﬂeqlct ive). Exanple 7

7- Chl or o- 4-

( 27-Brbmber-briuhekyintetl iy (2,6 difuorp&rz])53-vre-2 iy dttestabgdro-

Jz]o 1%[1 4 4J{azep1ne% Carlll?OXYhC acid cyclohexylamide

The title compound, MS: m/e = 589.4 [M+H], was obtained in analogy to example 3
from 2-(4-bromo-2-formyl-phenoxy)-3-cyclohexyl-propionic acid (prepared in analogy
to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid [example 1] from 2-bromo-3-

cyclohexyl-propionic acid ethyl ester) as a mixture of diastereomers.

Example 5
7-Bromo-2-butyl-4-(2,6-difluoro-benzyl)-3-0xo-2,3,4,5-tetrahydro- -
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide



15 5-carboxylic acid cycl ohexyl am de The title

conpound, M5 me = 475.3 (MtH+), was obtained in
warahompsg o exanpl e 3 from 2-chl or obenzyl am nECERP2004/005177

2- (4-chloro- 2-fornyl - phenoxy) - bytyric acid (prepared

|n anal ogy to

2- f | - phe t
(A SR upd R T SS AT, e S M BRI to cxample 5
5 Mhar(@shbmzdbm@ﬂmmomemm eprapared oy anelagy o 2-(4-
bot hi t
kRS st reRmy -SSR Batble U fom mat 25
bﬂnm[::i}jroﬁﬂ:) 4 omaxtenei of diaSterevardnoxyl i ¢ aci d
cycl ohexyl am de The title conmpound, Ms: nfe = 405.4

(MrH+) , was obtained in anal E]ga\fnlgl%exan'pl e 3 25 from
cycl obut yl am ne and

2-%- @hﬁib@mbhfemyl@éthﬂh%nm&?ﬁs%tqlralwdaebdﬂ@ﬁﬂ Epdexdepine-5-

Izn?ﬁﬁnahﬁg& CY%?WlaBH‘é%oxy) 3-met hyl -butyric acid

~[exanpl-e 1] from ethyl 2-brono-n-butyrate and
5 THY tﬂim&hpmyﬂdahﬁehydeﬂ?’&ﬁ (B-+H Yt wae obthined in analogy to example 3

te
7 iy IO hE pErBEEN TS herg o g oy uryic iy ﬁz{a?ared fn
10 0-d1fal6eg 16 Ri(4{bkodio- Dﬁﬁmphmﬁﬁ’ )-30methybbutytit ecid d¢xdmple 1] from

%ﬁ%{lﬁt}(%élngc? a5 V\gt ZaIQ%ZLJ #}9 Or%?ﬁﬁilgggg\g%ﬁ gﬁg"g Os\%éZrzible “dtRtereomers

obtbattnpdibibripadtzgy to exanple 3 from
cycl opentyl am ne and

2-(4-chloro-2-fornyl -phenoxy)ﬁig%%rf c acid (prepared
in analogy to

2 1-4hisro (R cKlofoviénzyh) enelyl) 3-8x 023 b-tuahydi e bewdodf] [1,4] oxazepine-
[ exa br ono- n- butyrate and
155. %‘ﬁ%ﬁ’&"&%aﬁ ?Ygioc!i’lﬁﬂa%‘@ dzas two separabl e
di astereoners 5 (both inhi bltorlly active). Exanple
10Thg u@&&ﬁpoéhd?ll\/{& /3 =07634M+H"), was obtained in analogy to example 3

te}tgirna%r;% ﬁéﬁgngyg)ébé%%gd@fd&&%%rﬁxaﬁ%ﬁenovggﬂéﬁ)m[?&h (prepared
t i {nl ﬁmﬁ%@ﬂﬂ@ Qf(drbrbﬁo T @ny]l-pBEncky]-Bhihethyl-baiyriobtid [ exerhple 1] from

! ngtﬁg g}rpé%ylgl}%% %}@3 5 ﬁlélorosahcr;f]aldehyde) two separable diastereomers

202~ (wo-tﬁh{}ﬁm@orayfaamml - phenoxy) -butyric acid (prepared
in anal ogy t

2- (4- brono- 2- fornyl-phenoxy) | -butyric acid
[exanple 1] fromethyl 2- br&%ﬁnw elt}%jtyrate and
5- gldbRs Al &Ulbt&lyﬂ%ﬂ@!i) 0x8-2,3)8, 5stetraliyalrbdenzolf] [1,4)oxazepine-5-

dlatereoms th inhjbitorily active). Exanple 11
ca?rboxyhc ac1dS cycﬁ)?lexyléml A Ly ive). npl e

5

The title compound, MS: m/e = 405.4 (M+H"), was obtained in analogy to example 3
25  from cyclobutylamine and 2-(4-chloro-2-formyl-phenoxy)-butyric acid (prepared in

analogy to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid [example 1] from

ethyl 2-bromo-n-butyrate and 5-chlorosalicylaldehyde) as a mixture of diastereomers.

Example 9
7-Chloro-4-cyclopentyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo[f] [ 1,4] oxazepine-5-
30 carboxylic acid cyclohexylamide



15

7- Chl or o- 2-et hyl - 3- oxo0-4-(3-trifluoronethyl -benzyl) - 2,
w@@2ebaB0988 r ahydr o- benzo[f] [ 1, 4] PCT/EP2004/005177

oxazepi ne- 5- carboxylic acid cyclighexylam de The title

conmpound, Ms: mle = 509.3 (MrH+), was obtained in

anal to 3,1 ot 48 | | am

P, sk ) B SRR 08 Bt

i rfr@naydgyentydamine and 2-(4-chloro-2-formyl-phenoxy)-butyric acid (prepared in

2- (4:br -2+ = ph - 3v - o |

T S AR T T A8 i1 o

5-ethyl artasald-nybuajraieyd 8)chksosalioylsldplardab hetwo separable diastereomers
523 ga%hgggegﬁxaé£%ﬁh inhibitorially active). Exanple

(2, 6-difluoro-benzyl)-2-ethyl -3-0x0-2, 3,4,5-tetrahydro
- benzo [f] [ 1,4] oxazepi néixampde Hbxylic acid

t butyl apide 25 T it : : = 451. 3
(R e BRE oo i B e AP e R

2, Bendb[ff] (1] @heaiyt-ardartmxylicadd butohekgamidni de, and
2-(4-chl oro-2-fornyl - phenoxy)-butyric acid (prepared

i n,anal o to 2-(4-Br,ong;2-f dy- phenox -

i SR YT L BRI fanlogy o cxample
10 2- 6 @MPamirétyabti e parsh @d 26t dilowal-foyhdiphehygebugsic acid

;‘é‘@r%%??i %gn%?%crs %—?%—%cr)(grreﬁcr)i-fo?r%tyﬂphenn%&%-g—c%rrlétﬁlilll-%tyric acid [example

75 @I’r&ﬁ‘éif:}]ﬁ;d %wbmbawhtyzatenm B—cB}oﬂ’J%salia;{lfﬂddWﬁel asttwaligpiraple

-benzo , 4]. zepi ne-5- carboxylic acid

te‘Pﬁﬁﬁ%VFﬁﬁiﬂélvﬁﬁ%ﬁﬁﬁﬁfgﬁg58 PCT/E%2004/005177 -17

The title conpound, MS: me = 407.4 (MtH+), was

obt ai ned in anal ogy to exanpEen®pleflt om

cycl ghexyl am ne, tert-Butvyliso i dey ) )
o5 AL ST Bk R SHER PP 200 e

| Nb&a{¥a| P y4] bazepine-5-carboxylic acid cyclohexylamide

2- (4-brono- 2-fornyl - phenoxy) - 3-net hyl -butyric acid

[ ex e 1] fro hyl 2-hr -Rsbut yrat e

S-S B oscinPepiaP By 002 (NREHS Stisap i & anslogy to example

di %thrﬁS—ﬁQﬂ[&erbérﬁ?lahliﬁdﬂziﬂdﬂ-(@tiﬂb;b—adbfmyi)phenaz)érlpity;icml:id (prepared

7- o[ 0- 4- ‘o nc

(AR 1B rf gy me- gL 8hegreu s amgthal upsagd sepple 1) from
202 Oetihlyl 2-brdmédn- AES-clof@liyiyd dhyd@cis tiwo separable diastereomers

tert-puty] am de The title conpound, M5: me = 449.3

( Mipth RO AR i n anal ogy to exanple 3 1o from

2-chl or obenzyl am ne, tert-butylisocyani de, and

2- (4-chl oro- 2-fornyl - phenoxyExarhplieyi2i ¢ aci d (prepared

i | to .
g e R MM I e e E MO S e S
[ exam[B[114] okiRpirRt ydrbexylic @b terthitylamide and

5-chl orosal’i cyl al dehyde) as two

25 The title compound, MS: m/e = 451.3 (M+H"), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, tert-butylisocyanide, and 2-(4-chloro-2-formyl-
phenoxy)-butyric acid (prepared in analogy to 2-(4-Bromo—2-fdrmyl-phenoxy)-3-
methyl-butyric acid [example 1] from ethyl 2-bromo-n-butyrate and 5-
chlorosalicylaldehyde) as two separable diastereomers (both inhibitorially active).

30 . Example 13
7-Chloro—4—cyclohexyl—Z-ethyl—3—oxo—2,3,4,5—tetrahydro-benzo [f][1,4]oxazepine-5-
carboxylic acid tert-butylamide



separ abl e diastereoners (both inhibitorily active).
Exanple 15 15

W@ 2@al100988 4- cycl obut yl - 2- et hyl - 3- 0x0- 2, 3, 4, 5- t BCT/BP3004/a05177
-benzo [f] [ 1,4] oxazepi ne-5- §rboxyllc acid
tert- butylan1de The title compound, MS: mle = 379.3

( I;fée tigle coPd N8R o%gtd er(rjl eI 2 4 ag)&)%@%egi iR anklo HMo example 3

atYPaEnne, |socy2
2-ftokn cydlcdtaxy]afrﬁm, n‘aﬁ Bptyhmxeyr)ldeb Largdrz - E4-clalotad2 {fpimepephedoxy)-

o R GRS dip g ingf L rome vy formul hong g gy butrri
[ exanpkanfle 11 fom ehily?-bdnby-ofmtyratungdrsatidomsdicylaldehyde) as two

5§S%%F818%a2%§%y%ﬁ%ﬁF%€%%mnyﬁ%fqgh%&o 2,3, 4,5-tetrahydr

o-benzo [f] [1,4] oxazepi ne-5- carboxyllc aC|d
tert-butylam de The title cdixpomphdldS: me = 393. 3

, d I
v Blosath Rathinng D) R e R grt-béol ] (B Bloxazepine-
.2'5('&f513*ﬂf0<&tci2¥t%ﬂmmﬂamhﬁnoxy) butyric acid (prepared
in analogy to

2 eoc%%pz i gn%t ﬂ-@{g 622%325 %/sl o'bl%%J BXC{ in Ganaﬁ)%sr & example 3
10 5 fﬁcbthczr—ﬂﬂ@ddbelyiyiﬂnﬁﬁb,yde—bumsmomnds,eﬁai 21-lﬁ4l-ehloro 2-formyl-phenoxy)-

dldaa}l ?cr vt prepegrbc? Enhar{ orglgly 0 5? beron} %o\{'rer)yl-pgxr%@ S- n]izthyl-butync

7-4ch exompleat] fiydm Sthekbbrbnid-at bupmad andbrclanrosalidylaldehgde) as two

5-tet dro- ben £1..4.. 1..4] _ox zepine-5-carboxy|ic

acieRreRleiastrreA s @%Otb\ﬁhﬁ%ﬁ%}llé PCT/ EP2004/ 005177

-18 The t|tIe conmpound, Ms: me = 409 3 (MrH+), was

obtained in analogy to exanﬂ%&nﬁﬂeiSonw

4- am not et rahydr ter ani de

159 _ 7( p-&-gyc%%ﬁ- o tﬁnlp% gﬁ% AP %ﬁ?tﬁ]yg}/o (Eexazo %ﬂézgoxazaplne-s-
lfkdﬂ&%bﬂ@ﬁaﬂ@a%%@ﬁﬂ&hﬁﬁo 2-f or nyl - phenoxy) - 3-
met hyl -butyric acid [exanple 1] from et hyl

Exﬁlhﬁ‘pnge c%grkf}l)'lcgl}/nrda E\/FS mr}e —%73 3?[\]/{&!1 Sx?a\rlasI 0 tl'cu%leéi nhglﬁjaﬁ)g'y to example 3

7- £binQyeloBu§idnyihe, JerpBatylis¢Sahidef hnb2-¢arhloyd-2blennyl-phedoxy)-butyric
3,4, tetra ydr ben

(prreaed SRt & A E- o pRERRY SRy bytgric cid
20C OE’ERQM?Q 1] ¥m Bthel Z=bAsiBo-h-thddntdtd andmshlohdsaliaybadiichpde).
anal ogy to exanple 3 10 from
3- trlfluoronethylbenzylan1n ertigutylisocyanide,
and 2-(4-chl oro-2-fornyl - utyric acid

( DT.Q]}@JI@CLL tﬂl@b@kﬂ@}‘eﬂlﬁ 3- oxo-2 3 4,5- tetrahydro—benzo[ﬂ [1,4]oxazepine-5-
prnoxy) 3.

(4-b
carb 4 ?1c ac1%l tert-bqutylaml
The title compound MS: m/e = 393.3 (M+H"), was obtained in analogy to example 3
25  from cyclopentylamine, tert-Butylisocyanide, and 2-(4-chloro-2-formyl-phenoxy)-
butyric acid (prepared in analogy to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
acid [example 1] from ethyl 2-bromo-n-butyrate and 5-chlorosalicylaldehyde) as two

separable diastereomers (both inhibitorily active).

Example 17
30 7-Chloro-2-ethyl-3-oxo0-4-(tetrahydro-pyran-4-yl)-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide



met hyl -butyric acid [exanple 1] from et hyl
2-brono-n-butyrate and 5- chl orosalicyl al dehyde) as a

worRoose@sof di astereoners. Exanple 19 15 { PCT/EP2004/005177
[7-Chloro-4-(2,6-difluoro- benzyl% 2- et hyl - 3- oxo0- 2, 3, 4,
5-tetrahydro- benzo [f] [1,4]

o Ze%ﬁllehc%n% Io@ﬁg%)é%%euﬁgb@wqml&asg)%gﬂgéo?%aﬁ%%%ﬂo example 3

oﬁ}@nﬂednlmtmhydl@y)yltan, rexteinpylesogyanidepand 2-(4-chloro-2- formyl—

¢ é)ﬁ'{ d'g)f&% L{?o rtgrgeagc% p%%n%arrlgd 1(n f%?.ﬁ%gflooi Zg %&&rﬁo%fo‘ijmyl phenoxy)-3-
fona#&kbﬁwnoxgd{@mhgﬂeb1hnndﬂ@b&bpanedkaWHnaMubﬁ-to
. phenoxy) - 20 3-nethyl -butyric
%ﬁ“ﬁ%ggﬁéﬁé“%% fron1ethy| 2-bronp-n-butyrate and 5
chlorosal|cyIaIdehydey~'Exaane 20 [
(7 Chloro 4- cycl ohexyl - 2- etH@@nﬁﬂQMb 2,3,4,5-tetrahydr

I
” Je o g p AT e et AT ST e
MBenad ] [T, M&&zé{nﬁ%*dm)boxy«hxsawbtem-hwlamndan alogy to
exanpl e 3 fron1cyc|ohexy|an1ne Isocyano acetic acid

:‘O 5 t ;) t eci}]fn] Mgcfng T ég g 3{8hw%lsnoa tg‘ﬁ{ed in analogy to example 3

10 2 &mmﬁfﬂinoieﬂlaﬁimblenzylmnox,yérf butylhlsd)d‘}’ymdb,uagd 2-¢4-abliodo-2-formyl-

e f.ro bro I
crrPBeArTiyTEr fyatre A A O £ R o
SOmE)k@hbh‘@nE Acid example 1] from ethyl 2-bromo-n-butyrate and 5-
(7 3-0x0-2, 3,4, 5-tetrahydr
@g?}% éld[%ﬁﬁd Z]a g’be (ﬁ‘gl steTeonn f&nyl) -ami no]
-acetlc aC|d tert-butyl ester WO 2004/ 100958
PCT/ EP2004/ 005177 -19 The thExtamgplebd®pound, MS: nle =

437 b
157 Rk e Depdat s Anetrs 43 BTN S5 ey
eshe&izo[fiN¢l] Sxazdpiabl5atagbohyl] ciniib}-apdtizroidyprtihuttylresier aci d

(prepared in analogy to

4 Aol L I B e Y B B e

C hﬁ@m%@idﬁﬂiwralbdi@ﬁyﬁﬁie, Becyanbiaxttit aidfertelhutgh eotee,omet 3-(4-chloro-2-

CHeehbpBerxs) kg Acigi(erspie i snlegio 3- - broma Rfamiphenoxy)-

20r OB-Q%ﬂKﬂ Hutyrid add PelkayseZ¢ fioneethyl 2-bromo-n-butyrate and 5-

cetlc acid tert-butyl ester The
tlﬂﬁg“éﬂﬁﬁggkg me = 451.4 (MtH+), was obtai ned
in analogy to exanple 3

Example 20
[(7-Chloro-4-cyclohexyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo[f] [ 1,4] oxazepine-5-

carbonyl)-amino]-acetic acid tert-butyl ester

25  The title compound MS: m/e = 465.3 (M+H"), was obtained in analogy to example 3
from cyclohexylamine, Isocyano-acetic acid tert-butyl ester, and 2-(4-chloro-2-formyl-
phenoxy)-butyric acid (prepared in analogy to 2-(4-bromo-2-formyl-phenoxy)-3-
methyl-butyric acid [example 1] from ethyl 2-bromo-n-butyrate and 5-

chlorosalicylaldehyde) as a mixture of diastereomers.

30 Example 21
[(7-Chloro-4-cyclobutyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo[f] [ 1,4] oxazepine-5-

carbonyl)-amino]-acetic acid tert-butyl ester



10 from cycl opentyl am ne, |socyano-acetic acid
tert-butyl ester, and 2-(4-chloro-2-fornyl- phenoxy)

WO basts10G968 aci d (prepared in analogy to PCT/EP2004/005177
2- (4- brono- 2-f or nyl - phenoxy) - 3-_ Tt hyl -butyric acid
[exan‘pl e 1] fromethyl 2-brono-n-butyrate and 5-

? % aI I C}%(ﬂl%g@%ﬁ?ﬁﬁ();()%@ﬁﬂﬁ? 3W&350bt51n§d1 eénalog%f to ﬁxample 3

d r ﬁzeimmyzlo[)ﬁﬂyla[nﬁnd,]lmcamaqagc Ecld tat-boky ester, aoil -(4-chloro- 2 -formyl-

UL S O A B >

2 ﬁreﬂiyi-butylrm kaerdz[yia?mpla &} frémp-etiyil afhromo-wmngatgané ﬁloxy)
soc no

54-%@?1‘6’5 %Edghgée]ﬂzawf“ OJCﬁ% Jhoxy - 0X0- 2, 3, Zm; Seff

ahydro- benzo [f] [1, 4]oxazep|ne 5-carboxylic acid
tert-butylanmide The title cofpowpld?22M5S ne: 449. 18

(2!\%}%]@}1%24} gg‘éﬁll} ! ?ﬂ-%-ﬁth%ﬁ? 028, 3t L5 qﬁé@éﬂyd% Bendo £[1,4] oxazepine-5- -

( 2cdrbompl)-amio] thmm&wrphmbesyer -acetic acid, and 2-
25 Isocyano 2- et hyl - propane Exanpl e 25

( 1'%5% ﬁc?rgp¥%§/f§ HHS F—)h4{5% (M+Iil )ywsas Ebtﬁmfd in an atlogg gxample 3

100- frbﬁﬂ@;@loﬁnﬁr}xty{ahlﬂé, [axpzepidete Scid serbbuipl esteraend 2-(4-chloro-2-formyl-

cyc a €_conpoun
SRS SR G bt SR s SRl oo o
1 ﬂme&yﬂ—bheﬁrfoaiaw legarniplp i frahea‘ah)zll 2ybmmare;butyrate and 5-
forn%ll f?zlff gr}et hoxy- phenoxy) - acetic acid, and
&Pﬂé a WO 2004/ 100958 PCT/ EP2004/ 005177
-20 Exanple 26 7-Chl oro-4-
(4 chl oro-2-fl uoro-benzyl ) - 3Exman23 4, 5-t et rahydr o-

e bl S A R a0 iosepine >

(N%éﬂ)oxylﬂ:&acﬁb& lohegylimidenal ogy to exanple 3 5 from
4 chl oro- 2-f | uor obenzyl am ne,

gggl ge & Lg{l]gﬁ\g% E‘Dg %}%gﬁ% ﬂ%ﬁg;t%as Redifed i%rHalogy to example 3 from

( 226 &ﬂﬁbttibféﬁzybﬁﬂitlyl (- M dreedpforpgl-pBemixy howetic 3cidxandls@gyano-
b SASEEER AT

20 Example 24
4—(2,6-Diﬂuoro—benzy1)-6,8-dimethoxy—3—oxo—2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 449.18 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, (2-formyl-3,5-dimethoxy-phenoxy)-acetic acid, and 2-
25 Isocyano-2-methyl-propane.

Example 25
6,8-Dimethoxy—3—oxo—4—(1,2,3,4—tetrahydro—naphﬂ1alen—1-yl)—2,3,4,5-tetrahydro—
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 479.25 (M+1), was obtained in analogy to example 3
30 from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, (2-formyl-3,5-dimethoxy-phenoxy)-

acetic acid, and Isocyano-cyclohexane.



benzo[f] [1, 4] oxazepi ne-5-carboxylic acid
tert-butylam de 10 The title conmpound, M5 mle: 461.2

W@ kodj1po9pms obt ai ned in anal ogy to exanpl e 3 fPOIEP2004/005177
2, 6-di fl uor obenzyl am ne, )
2- (2-fornyl - 5- net hoxy- phenoxy) - § met hyl - butyric acid,

and 2-isocyano-2-nethyl-pro Eﬁ@ﬁp|e 28
2- 1 sopropyl - 8- net hoxy- 3- oxolfi%'nl%-pl

(3 Chloﬁ'b-kLO(&LOdl‘Eélhyl ﬂbemzlydn)zyl) B- X042, 5,4tsetenahy¢hoo- 15

C Sepgil el S RO AR 403 2

(Mr1), was obtained in analogy to exanple 3 from
3-THd thitleuodngrorindyMsan/eyLasn (M+1), was obtained in analogy to example 3

52 A0 %}gg{?-g S e SR ISt PRy . B aceiEhlld, and
$ ﬁﬁb disHetahdd | ndol - 3-yl ) - 1- nethyl ethyl]-2-isopro
pyl - 8- met hoxy- 3- oxo- 2, 3, 4, 5- tetrahydro-benzo [f] |

1, 4] oxazepine-5-carboxy|ic:§gi % t-butyl am de The
title conpound, Ms me: 510 ?i was obtained in

ang|(ReDiflacxBeRkb- 231s0151f09m-8 -methoxy-3-0x0-2,3,4,5-tetrahydro-

g %Z;lﬁl[or ?O%l;-?é*fqg %ﬁ%ﬁﬁ?ﬁﬁergx fw%ﬁl 2umt ;?I c acid,

and 2-1socyano- 2- nethyl propane. 25 Exanple 30 4-
10( 4T s &aﬂl St Meemzey U3 E.2 (MsOpwap pbtadredio aRql8gyiosxemple 3

Lﬁf%%;% ééﬂe %bqniz{dp&urteo@réagﬁrgg ql%slqﬁ,};lg) 73 bo@&? 111)%&1")79 -butyric acid,

wagnh PRI z_ﬁje@m.llﬁgp'antep exanmpl e 3 from
4- di met hyl am nobenzyl am ne,

2-(2-fornyl - phenoxy) - 3-met hyl - butyppc acid, and 30
1-i socyano- but ane WD 2004/ 10%’@’5%?1&%/ EP2004/ 005177

i éiIEatiﬁ HPy18- ﬁ% @@I(Q{D—)($-t14ﬂucfr3methyl—benzyl) -2,3,4,5-tetrahydro-
niEtro-pyri
15- 3beses | 131 QX@eP’é‘FT%WaE%’E{%C B@ﬁ%ﬂxﬁlﬁl‘t@d&]

oxazepi ne-5-carboxylic acid cycl ohexylam de The title

f OffpeHne €0 \Eﬁd? MSHfe: 298 M1 ) wess obletiaddimcinalogptradxemple 3
0 _examnp

AT N Y S —————

2- ( &af plamzisoBhaBOXkth3-pRIaRk- but yric  acid, and
i socyano- cycl ohexane. Exanple 32 7-Brono- 4-

(9H fl uoren-9-yl) - 3- oxo- 2, 5-tetrahydro-benzo [f
1, 4] oxazepi ne- 5- %kmn fe2o™™Y SR
20 4-[2—(S-Fluoro—1H—indol-3-y1)-l—methyl-ethyl]-2—isopropyl-8-methoxy—3-oxo-2,3,4,5-

tetrahydro-benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 510.3 (M+1), was obtained in analogy to example 3
from 2-(5-fluoro-1H-indol-3-yl)-1-methyl-ethylamine, 2-(2-formyl-5-methoxy-
phenoxy)-3-methyl-butyric acid, and 2-isocyano-2-methyl-propane.

25 Example 30
4—(4-Dimethylamino-benzyl)—2-isopropy1j3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 438.3 (M+1), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric acid, and

30 1-isocyano-butane



carboxylic acid tert-butylam de 10 The title conpound,

M5 mle: 505.1 (M+l), was obtained in anal ogy to
wezaaph®s8 from 9H- f | uor en-9-yl am ne, PCT/EP2004/005177

(4- br ono- 2- f or nyl - phenoxy) -acgkgc acid, and

2-isocyano- 2-nethyl -propane npl e 33

8- Di et hyl am no- 4- le.31

(9H-f | uor en-9-yl ) - 2- net hyl - 388313 4 5-t et rahydro-

1@-R6g@[yf b tls%@a@;rﬁﬂiﬂwyﬁnﬁﬁﬁbakyl J3c0m62,8,4,5-tetrahydro-

tert n1de The titl u@% ZS Q@ 512.3

( Naengol FBESPIREs o CREpO g%%’f EAHBIE 3 from

9FLquoren 9-yl am ne,

2T tﬁie% o@ﬁHnIOISZn/feOLI%}Q] (Mhls)nwwat@me@ ir0fatogyab dxample 3 from

d _2- : le 34 .
s 70k alftr'@sﬁs?re & R SPBERE S 51 T BB e T gy utyric
» AR, b6 158 E)Q:yclbﬁék'éﬁe[f] [ 1,4]
oxazeplne -carboxylic acid tert-butylam de The title

conmpound, MS nfe: 465.2 (M s,.0obt ai ned i n anal ogy
to exanple 3 from 2, 6- dlflﬁ%?ﬁﬁﬁ | am ne,

24 BedihbaL (@HZﬂﬁ&VePﬂd IPJBQB@QQ 4 3-tethlndrotbehys[ifif1,afuxdzepine-5-
and 2-i socyano- 2 gﬁ propane. 25 Exanple 35

7-arraxybc adid 2“6‘1’& IE@FO benzyl ) - 2-i sopropyl - 3- 0xo0- 2, 3

, 4, 5- tetrahydro- benzo [f] [ 1, 4]

10 OXPZAR h%ﬁscﬁﬁleMSMhieCS@Ci @M@l/)c mmswhﬁmlﬂ enma@/ tbiekirﬁple 3
compound, 491

t ofr@aag?%ﬂgog;n $- ?]éﬁquze, &4 arqrpa &rfGBIél lzglpeéugx}c{%)-aceltlg acl an%gzymocyano—

2- iﬂae@ﬁv%f@pa%ef or nyl - phenoxy) - 3-net hyl -butyric acid,
30 and ‘i socyano-cycl ohexane. WD 2004/ 100958

PCT/ EP2004/ 005177 -22 Exawq%g g Chloro 4-

(4-di et hyl ani no- benzyl ) -2 BFPSh -0X0-2, 3,4, 5-tet

=5 e 'tﬁal@di-' o
S RO LA ol (VD).

15 walzengpifHil ﬁé@mﬁplaﬁrérf@glwbc i est- Eugf%niﬁﬁ‘ om
4- di met hyl am nobenzyl am ne,

2- e G QI Al M/ BEND miwaebbmemh Yhilegy @aixample 3
and 1- |socyano-butane

7- @qn(ﬂﬂy.ﬂgoreglo%,ybaype,@ Fx c?len‘Rmylammo 2-formyl-phenoxy)-propionic acid, and
(2 5@t Prossd il prebdiel ) - 3- 0x0- 2, 3, 4, 5-t et r ahydr o-

Example 34
20 7-Chloro-4-(2,6-difluoro-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 465.2 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid,

and 2-isocyano-2-methyl-propane.

25 Example 35 .
7-Chloro-4-(2,6-difluoro-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 491.2 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid,

30 and isocyano-cyclohexane.



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
cycl ohexyl am de 10 The title conpound, MS me: 439.2

W@ Me)1p09Bms obt ai ned i n anal ogy to exanple 3 PCDEP2004/005177
2- et hyl sul f anyl - et hyl am ne, 2 -
2- (4-chl oro-2-formyl - phenoxy) - 3-fret hyl -butyric acid,
and i socyano-cycl ohexane. k 7-Chl oro-4- [2-
" (1 Hindol-3-yl)-ethyl] -2-isop opy - 3- 0X0- 2,
3, AChIok6tr @hdigtethyldrhinbebenoylj-2isopropyl-3-oxo-2,3,4,5-tetrahydro-
[1,4 i ne-5- c rboxyl,lc a ert butylanide The

ti P%g[zﬁi'ggqﬁaem% X‘ﬁlﬁﬁa Eﬁi‘%ﬂ fvas obtained in
anal ogy to exanple 3 from
2-THeHitlentded podmy] M—S&ﬁ/@yﬂarﬁ (&+1), was obtained in analogy to example 3

2-(4-chl.or a- for heno - tyric

> arftprs SRR QR drale %éﬁ%r@‘ﬁ )35h8liy1-buyric
7, Ridabd i G5rydnd-Butneli f | uor o- benzyl ) - 2- met hyl - 3- oxo- 2,
3,4,5-tetrahydro- benzo [f] [ 1, 4]

oxazepi ne-5-carboxylic acid cI ylanide The title
conpound, MS nfe: 497.11 ( s obtalned in

arvabauxoizols l-e(3mﬂmmﬂnﬁ-ﬁhymsmmaaaﬂamhmm-

i s e B SRR

(2 6- dlfluoro benz)rl)-2-isopropyl -3-0x0-2,3,4,5-tetra

10 hYPHeCJ%tl&)@ﬁ\ﬂlﬁbdnfd] MSImA} 4%@&191}; eraboblairtediy hnaiogycuoetxample 3
tert-huty

|
QI 2 'M@%%YI@%W aﬁmgﬁ,aﬁc g‘g@'ﬂ{)lg %{%quéﬁlgnoys ;38 methyl—butync
2 Kidliah icphRr&lohstane, . .
2- (4-brono- 2- f or nyl - phenoxy) - 3- met hyl - butyri ¢ aci d,

30 and 2-i socyano- 2- net hyl opane WO 2004/ 100958
PCT/ EP2004/ 005177 - 23 Exan‘sé €3 Br ono- 4-

(274 @M&bar-ppmilﬁd&smpammw is3propel-2-0%04, 54, battratydds-o
- benzgif] [1, 4] .oxaze ne . 5- rbogxl:bgIrl cid
15 cyR4rzR ;H%ﬁ*"&éPﬁFﬁé eryoxlic e: 533.2
(Mtl), was obtained in analogy to exanple 3 from 5
2-th Qilo&sh MirﬁﬂM&m/e 482.2 (M+1), was obtained in analogy to example 3

Lo en e Lo e by
(4ac@'a96%130§'aﬂ@&%@@912yﬂoba§e di et hyl ani no- 2-i sopr opyl! -
3-0x0-2,3,4 t et rahydr o-

Example 39
20 7,9—Dichloro-4-(2,6~diﬂuoro-benzyl)-z-methyl-3-0xo—2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 497.11 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(2,4-dichloro-6-formyl-phenoxy)-propionic acid, and

Isocyano-cyclohexane.

2 " Example 40
7-Bromo-4-(2,6-difluoro-benzyl)-2-isopropyl-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 509.12 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid,
30 and 2-isocyano-2-methyl-propane.



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
benzyl am de 10 The title conpound, Ms me: 552.4
w@ ked)i0099ms obt ai ned i n anal ogy to exanpl e 3 fPGIEP2004/005177
4-chl oro- 2-f | uor obenzyl am ne, .
2-(g-dieghylan1no-2-forny|-pheﬁ&?j)-s-nethyl- butyric
aci -
7_Br,oma)l?df_lsocyanomethyl beqéggﬁﬂégyanple 43
( 27-Brethdl4u@r el drertrenkyl)-2-isgrppddrdxd2 8)ds-Rtdibddi-t et r ah

LTl g 1

was obtained in analogy to exanple 3 from
2, Phediitld dopipiRdzyiSafienss3.2 (M+1), was obtained in analogy to example 3 from

s ot HTQRRG B A S BEOTE BB gy S - acid, and
7- 18 Gamo-dydotedzemexyl - 2- i sopropyl - 3- oxo- 2, 3, 4, 5-tetrahy
dro-benzo [f] [1,4] oxazepine-5- carboxylic acid
tert-butylam de The title c o%ﬁd4 M5 me: 487.2
(M23), was obtained in anaﬁ%@?l *%xanple 3 from
gY4(3-£41E)Blﬁtb&gﬂ?@'ﬂ-belnzyl)-8-diethy1amino-2—isopropyl—3—oxo-2,3,4,5—tetrahydro-
-(4- no- 2- f or,nyl_- pheno), -3-nmet hyl,-butyric acid,
ankengo ffﬂ%&&%ﬁplﬂgﬁﬂaﬂiﬂxy iﬁ‘%’%‘%\ﬁ‘é“zy%’é%éﬁ anpl e 45
7- Brono- 2-i sopr opyl - 3- oxo- 4-
10E ?rﬁé[r ﬂiﬂéél d]stﬁﬁﬁmﬁidbMS-ﬂﬁlsiﬂ 55'3.% M+ 18 .whs obtaieidriahyslogy tolkemmnple 3
, oxazepi ne-5-car bo i,c..acid. cycl.ohe am d
okt o R AR P 2 S AT 5 et
| Nb@PAL 8aY, dnd iSeraAYneetByl {le@ne. :
3-trifluoronethyl benzyl am ne,
2- (4- brono- 2-fornyl - phenoxy) - 3-net hyl -butyric 30
acid, and isocyano-cyclohexéﬁ@@gﬁﬁﬁ%004/100958
ZC%'./BEl?l 81%6014{22@5. m%_r%-ﬁaﬂzﬁa;i@bﬁoy%3-oxo-2,3,4,5-tetrahydro-
-(1-Benzyl - pi peridin-4-yl)-(-brorno:2-i sopropyl - 3-oxo
15. obenzg [%Uﬂéwa&ﬁgﬁaﬁ-é:cas@iafgc pgid %Ptﬂ%d%
oxazepi ne-5-carboxylic acid butylam de The title

C OMROHNE corYoi & MS@fe: Bd9. ( k), wRebatiial inadalopy to example 3
anal ogy to exanple 3.5

1- Bepy ﬁ'—dﬂ)ﬁl%P]P@V‘ﬁl-a@-irﬁ fa-:{g%omo-Z-formyl-phenoxy)-3-methyl—butyric acid,
Z-QAdpﬁgﬂpﬂg;E&wﬂwl-phenoxy)-S-nEthyI-butyric aci d,
and 1-isocyano-butane. Exanple 47
7,9-Di chl oro- 2- met hyl - 3-ox0-4- (1,2, 3, 4-tetrahydro- naph
thalen- I-yl)-2,3,4,5- Erdple ] i

20, 7-Bromo-4-cyclohexyl-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-benzo[f][1,4]oxazepine-5-

carboxylic acid tert-butylamide

The title compound, MS m/e: 487.2 (M+23), was obtained in analogy to example 3
from cyclohexylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid, and 2-

isocyano-2-methyl-propane.

25 Example 45
7-Bromo-2-isopropyl-3-oxo-4-(3-trifluoromethyl-benzyl)-2,3,4,5-tetrahydro-
benzo|f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 567.2 (M+1), was obtained in analogy to example 3
from 3-trifluoromethylbenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric

30 acid, and isocyano-cyclohexane.



tetrahydro-benzo [f] [ 1,4] oxazepi ne-5-carboxylic
acid tert-butylam de 10 The title conpound, Ms me:

W@ 2004180968423) , was obtai ned i n anal ogy to exaP@l/EBPR04/005177

5

10

15

20

25

30

from1, 2, 3, 4-tetrahydro- naphtha n- 1-yl am ne,
2-(2, 4- d| chl or o- 6- forrTyI-pheno)C7,y propi oni ¢ acid,

and 2-isocyano-2-nethyl-pro npl e 48
7- Brono- 2-i sopr opyl - 3- oxo- 4%‘%11%1)1 &2

( -@-Berbyl-pipeaidirdd-gl) iablunhal dspptepyil)3- oxo -2,3,4,5-tetrahydro-

i’ﬁgéﬁﬂib‘lg‘}"@ﬁ ?€1°Fri’5§g1‘ecgazc?d$‘f%’lgh fanide The title

conmpound, Ms mle: 535.17 (Mt23), was obtained in
arteatle cbm;ﬁmadpMé nde: 336N (M+1), was obtained in analogy to example 3

t et,r ahyd ht ha .
s P AR SRt AT R L Bhenoy)-3-methyl-butyric
2-dchh aydMdsotydmi-bytan@r opane. Exanpl e 49 20
7- Brono- 4- ( 1- car banoyl - 2- phenyl - et hyI ) 2-1 sopropyl -

X0-2, 3, 4, 5- tetrahydro- benz milpén
oxazepi ne-5-carboxylic acid €yc exyl am de The title

C on@@iﬂﬂordvﬁsmdthyl-ﬁtiﬁo -491,0 8t etrahgdrooivdphitivdeh-11y1)-2,3,4,5-

a ¢ a rg %ﬁ I1 g}o%ﬁ?e&hgﬁ%-agboxyﬁc acid tert-butylamide
2 (4 br ono- 2- f or nyl - phenoxy) - 3- et hyl - butyric acid,

anllhd W@lﬁ?k@hﬁkﬁ&ﬂ? 15 Q5+ o @btfifed in analogy to example 3

- CUEY FOCEIRE MERE RERETER STS

OXHoBdnRexchd, aal haxyyhko-2ahéthfiwirgpamd. de The title
compound, Ms nfe: 535.17 (I\/Hr23) was obtained in

anal ogy to exanple 3 from
1, 2, 3, 4-t et rahydr o- napht hal enEfavpgrﬁ

2-1- Ex&hemiaolszp?r mokom(a;mgy)tet&hyaﬁ) nepﬁtyalemutgl} -248,4,5-tetrahydro-
acj d, |socyan g) aﬁ X\O%g 958

P @Wipf?e' ZGIEDQEY ‘f*r"b"‘l1 teg am‘

7t ﬁ{i@t‘i@rﬁb %Thﬁ&igfdo MS[ rfm]?E' SINTANIY23 )ehvas Sotyinei ihytaldzy3o 4}_;agnple 3
-tetrahydro- benzo aze

L s T e R Tl D e

(Mﬁ%ﬁh 1- B@ﬁ/r@kat;@ nemh-idcpnal paetiydpeywinel e 3 5 from
pyr i |n 3-yl rrethyl am ne,

2- (4-brono- 2-fornyl - phenoxy) - | -butyric acid,
and 2-isocyano- 2-net hyl - prop%ﬁ%“ Eg npl e 52

7t ﬂtB‘i’Hi%ogt (BesbeRYY-BpRé-4thyl) 2-thopraby)-broxioly,4.5, t3rdhyidro-
-tetra ro-
benzo|[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide
The title compound, MS m/e: 556.17 (M+1), was obtained in analogy to example 3
from 2-amino-3-phenyl-propionamide, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-

butyric acid, and isocyano-cyclohexane. -

Example 50
7-Bromo-2-isopropyl-3-oxo-4-(1,2,3,4-tetrahydro-naphthalen-1-yl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 535.17 (M+23), was obtained in analogy to example 3
from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2-(4-bromo-2-formyl-phenoxy)-3-
methyl-butyric acid, and 1-isocyano-butane.



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
cycl ohexylam de to The title conpound, Ms me: 500. 15
W@ kodj1po9pms obt ai ned in anal ogy to exanpl e 3 fPOIEP2004/005177
pyri di n-3-yl - met hyl am ne,
2- (4- brono- 2-fornyl - phenoxy) - S_ﬁéfhyl butyric acid,
and i socyano- cycl ohexane. %@
7- Brono- 2-i sopropyl - 3- oxo- 4- erﬁ? 3-ylmethyl-2,3,4,5
- tﬁchﬁﬁU—Qh@oprbﬁ lbﬁﬁi@4[1fy}:1d[n-3-,yllrhethyl -2,3,4,5-tetrahydro-

IR U S e R

analogy to exanple 3 fron1pyr|d|n 3-yl - net hyl am ne,
2-THKe td Qg poul nar M8 mehemiopsy(M-BE nwhhobtained jir amal@yite example 3

R iy PN Sufofpr PRy s metbgrica,

trﬁﬂMﬁﬁ@caB@HZﬁmﬂf]phﬁmﬂ} oxazeplne 5- carboxylic acid
tert- butylanlde The title conpound, MS nie: 526.16
(Mrl), was obtained in analogy to,exanple 3 from
2-(1H i ndol - 3-yl) - ethylan1ne%%: 157

2- a((j ﬁ;&h@@rsg o@ZD}’Jox&hl idyﬂ-siiy‘lmﬂﬁrylz 3o1y5-yetiahydsei d,
ot A e B oYl RS &yl ke © 5
10( 21“12@ 2dd &drﬁf)éiﬁ{d%@rhyé 50021 53(MH+ B); at betai@t on aldgyao ekdmple 3

L b B, r;‘?%l%‘gré‘%?%%‘i bR BT L Ay o acid

angl PYcyhRo ¥ APRkenad from 2,2, 2-trifluoroet hyl am ne,
2- (4-br ono- 2-fornyl - phenoxy) - 3- net hyl - but yri ¢ aci d,
30 and i socyano-cycl ohexane. n§§0g4/100958

PCT/ EP2004/ 005177 - 26 Exanph®@ Bromp- 4- [ 2-

( 15, pdel2-RoptopyR 8 axbl4-pyridin-3-ylmethyl-2,3,4,5-tetrahydro-

- 2- |soE$B€él-3 0xo-2, 3, 4 5-tetrahydro. benzo [f] [
151, U3nze Prazeping RrgehaHylie add Pytlamifeani de The title

conmpound, M5 mfe: 526.16 (Mtl), was obtained in

ang, 0gye E&nﬁ&ﬁ[@h\@s 2/& 474 P3MM-+1), was obtained in analogy to example 3
2 1H 1 ndol = 3- y ) - et hyl am

zpnbpméené Yimepyambsm P evet-fyprbahgney)-dxpeiyl-butyric acid,
f)‘lgéiﬁ)n@thHé ane. Exanple 57 7- Brono- 4-
# ro-1H i ndol - 3-yl)-1-net hyl -et hyl ] -2-i sopropy
I-3 oxo 2,3,4,5-
Example 54
20  7-Bromo-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-oxo0-2,3,4,5-tetrahydro-

benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 526.16 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-y1)-ethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-2-methyl-propane.

25 Example 55
7-Bromo-2-isopropyl-3-oxo-4-(2,2,2-trifluoro-ethyl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 491.11 (M+1), was obtained in analogy to example 3
from 2,2,2-trifluoroethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl- butync acid,

30 and isocyano-cyclohexane.



t et rahydro-benzo[f] [ 1, 4] oxazepi ne-5-carboxylic acid
tert-butylam de 10 The title conmpound, M5 mle: 580.2

w@ k23)0958vas obt ai ned in anal ogy to exanpl e 3 PCDRP2004/005177
2-(5-fluoro-| Hindol-3-yl)-1-nmethyl - et hyl am ne,
2- (4- br ono- 2-fornyl - phenoxy) - 3-ret hyl - butyric acid,

and 2-isocyano- 2-net hyl - pr oqﬁ?% npl e 58
4- Cycl ohexyl - 2-i sopr opyl - 8- ne c?xy- -0X0-2, 3,4,5-tetra
hyziBeorhedz(a-(1H-iddbl-3 yylpethyl¢2i inepropyl- Sowﬂﬁﬂﬁfkemhadr(d

(ot R -bpoxiis G SRRl e 3 17 om

cycl ohexyl am ne,
2-TRe tithy dophpdmideMSaxse: frecieody })BWaEMIrtyine& it gataﬂcmgyac exkmple 3

s Rt LROETE: BLTBY s 2 Sy A eBRo P e b
3, &idahet rishyahi®butaeszo[ f] [ 1, 4] oxazepi ne-5-car boxyl ic
acid cycl ohexyl am de The title conmpound, M5 nle:

541.17 (M+23), was obtai ned 4n_anakogy to exanple 3
from 3, 5-di chl or obenzyl ani neéxampqeg?

2- 1-Bré0165| 2 G- fiieé rooniy-impdvdi3opl )y ) -rBethpl ¢t} Reisypriopylae beg-2,3,4,5-

(eenhbro eRsl ) S%%‘%S%Syﬁr.%é?‘ﬁ@% Figrisvumids 4 5.

tetrahydro- benzo [f] 1, 4] oxazepi ne-5-carboxylic
10aCTHe Gt daMSi@/é%XUl’h G\/IEI-'IZB), evas obipined din adAogylte example 3

f rgﬂ{fé E:{{hﬂ ’iﬁ’oﬁﬁﬂ}&‘gﬁfﬁﬁﬁd &Yﬁnﬁl}’ﬁ%né%-@)fl?rn%oe-}%ormyl—phenoxy)-

2- § 2ndthyltty:Se 461, had p-ipdvpnoxgmahyteirophndut yri ¢ aci d,
30 and i socyano-cycl ohexane. V\D 2004/ 100958

PCT/ EP2004/ 005177 -27 Exan‘p# ég

(2, 6-Di f| uor o- benzyl ) - 2-i sopPSPW < 8% net hoxy- 3- oxo- 2, 3,

4, bt hh@h&@ﬁi@op@?ﬁll@-[rﬁelhc[xyiﬁ é}ko-Q)SaGZE}pethBrmheﬂmi@ﬂleﬂoxazepme-
aci d?%ycl ohex Thﬁ title conpound, M nie:

1548%¢ 1“)C1 wlaided i n anal ogy to exanple 3 5
from2,6-difluor obenzyl am ne,

2 [Re ﬁ@é EQthp Surlth MB%Ye: @mmW}iﬁwmbaneﬂdhynMOg}amledample 3
gg B Og@ 0 CyC| ﬁ%% k—?l’&%oxy—pﬁenoxy) 3-methyl-butyric acid, and 2-

(Srsbgyaﬁblpﬁ@ffga@yépalgenzyl )-2,3,4,5-tetrahydro-

Example 59
20  4-(3,5-Dichloro-benzyl)-2-isopropyl-8-methoxy-3-o0xo-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 541.17 (M+23), was obtained in analogy to example 3
from 3,5-dichlorobenzylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric acid,

and isocyano-cyclohexane.

25 Example 60
4-(2-Chloro-benzyl)-2-isopropyl-8-methoxy-3-ox0-2,3,4,5-tetrahydro-
benzo(f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

ROA4The title compound, MS m/e: 485.22 (M-l;l), was obtained in analogy to example 3
from 2-chlorobenzylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric acid,

30 and isocyano-cyclohexane.



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
butyl am de 10 The title conmpound, MsS mle: 493.22

W@ kodj1po9pms obt ai ned in anal ogy to exanpl e 3 fPOIEP2004/005177
3-trifluoronethyl benzyl am ne, .
2-(2-forny|-5-nethoxy-phenoxy)-%—nethyl-butyric acid,

and 1-isocyano-butane. Exa
4-(1-Benzy|-piperidin-4-ylyg%$F@%§?bpyl-8-nethoxy-3-ox
0-42(2%-Diffudreteahyl)e dsoptbpydeamethoiy-3F oxo-2,4,5-tetrahydro-
oxazepi-ne-5-carhboxylic acid ter lam de The title
B e Rinas K sa bRl el S Rl

anal ogy to exanple 3 from
1- ezl copipoaind dMiS-mdfeyd SIA3N(®]+1), was obtained in analogy to example 3

2-(2-f ¥l - 5, et hoxy - - hyl - ' ' IS

S L T T R
4-dnl-iBepand-cpldiekind n- 4-yl ) - 2-i sopr opyl - 8- net hoxy- 3- ox
0-2,3,4,5-tetrahydro- benzo [f] [1, 4]

oxazepi ne-5-carboxylic aciﬁéﬁ%ﬁlgggfylanide The title

conpound, MS nfe: 534.33 ( PAa” obt ai ned i n

armisogyopyd-sexatiipke 3dxbr (B-trifluoromethyl-benzyl)-2,3,4,5-tetrahydro-

1- benzy]l - pi peri di n-4-yl am.ne .
2-%6???%1[6#:1‘?’812%%8%?&&&%%%@‘} butylamifS | _butyric  acid,
and i socyano-cycl ohexane. 25 Exanple 65

10 4-THe fB&Icoythpinde MScinse: 493712 2+1)s ops olptyined imeahegyyto 8xamxple 3

0-2,3,4,5-tetra ro- .bhenz 4 .
oSy s PR R ITB it s JacthR - pheoa)-5-methyl-butyric
coypiund 1-iMeyaebub@s8. 31 (Mrl), was obtained in
anal ogy to exanple 3 from
1- benzyl - pi peridin-4-ylamn
2-(2-forny|-5-nethoxy-phenoi@?mﬁﬂﬁg%hyl-butyric 30
aC&-@l-B@ﬂ@l}:iﬁﬁﬂﬁﬂ&%}bﬂio@n@yl—%ﬁ%ﬁ#—ﬁaﬁ@%3,4,5-tetrahydro—
PCT/ EP2004/ 005177 - ZS@EXEWEIS E%? Jamid

15_hepgp HEIyAl oxazgpingSrsrrberylipadd fert-butylamide,  ahvdr o- naph
thalen- I-yl)-2,3,4,5- tetrahydro-benzo[f]
[ 1THd eHeZRRbS\erd MmO 398.3 L (M6 1Y) wae dbtaetlyh andlogy thlegample 3

;in Lglgffgg%(})fﬁ-ggﬁﬁyg—?ygﬁiﬁg%—é?fognl\@lz—g)metﬁoﬂycsy-gﬁ)etn%m@grﬁ&hyl—butyric
1, %i@,’aﬁdtzeké?EM&QQneﬂ;@hﬁf@hﬁ@- 1-yl ani ne,
2-82&fprnyl- -nethox¥-F enoxy)-3- nethyl-butyric acid,
an -1 socyano- 2- net hyl - pr opane. le 67
2- | sopr opyl - 8- met hoxy- 3- oxo- ganqﬂgéinp
20( 1421 Beftz1§ip@idigraoylnanbspropirs-methoxly)3-@x032,8,45-tetrahydro-

benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 534.33 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 65
4-(1-Benzyl-piperidin-4-yl)-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo|[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 508.31 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

30 acid, and 1-isocyano-butane.
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Example 69
20  2-Isopropyl-8-methoxy-3-oxo-4-pyridin-3-ylmethyl-2,3,4,5-tetrahydro-
benzo([f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 426.23 (M+1), was obtained in analogy to example 3
from pyridin-3-yl-methylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

acid, and 2-isocyano-2-methyl-propane.

25 Example 70
4-Benzo[1,3]dioxol-5-ylmethyl-2-isopropyl-8-methoxy-3-o0xo-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 469.23 (M+1), was obtained in analogy to example 3
_ from benzo[1,3]dioxol-5-yl-methylamine, 2-(2-formyl—5—methoxy—phenoxy) -3-methyl-
30 butyric acid, and 2-isocyano-2-methyl-propane.
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Example 74
20 4-[2-(1H-Indol-3-y1)-ethyl] -2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-

benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide.

The title compound, MS m/e: 504.28 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-yl)-ethylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 75
4- (2,6-Diﬂuoro-benzyl)-2—isopropy1—3-oxo-2,3,4,5-tetrahydro-benzo [f][1,4]oxazepine-
5-carboxylic acid cyclohexylamide -

The title compound, MS m/e: 457.22 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(2-formyl—phenoxy)-3-methyl~butjrric acid, and

30 isocyano-cyclohexane.
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Example 79
20 2-Isopropyl-3-oxo-4-pyridin-3-ylmethyl-2,3,4,5-tetrahydro-benzo[f][1,4]oxazepine-5-
carboxylic acid cyclohexylamide

The title compound, MS m/e: 422.24 (M+1), was obtained in analogy to example 3
from pyridin-3-yl-methylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric acid, and

isocyano-cyclohexane.

25 Example 80
4-(3-Dimethylamino-2,2-dimethyl-propyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e; 444.32 (M+1), was obtained in analogy to example 3
from 2,2,N’,N’-tetramethyl-propane-1,3-diamine, 2-(2-formyl-phenoxy)-3-methyl-

30 butyric acid, and isocyano-cyclohexane.
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20  2-Isopropyl-4-[2-(5-methoxy-1H-indol-3-yl)-ethyl]-3-0x0-2,3,4,5-tetrahydro-

benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 504.28 (M+1), was obtained in analogy to example 3
from 2-(5-methoxy-1H-indol-3-yl)-ethylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 85
7-Chloro-4-(2-chloro-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro--
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 489.16 (M+1), was obtained in analogy to example 3
from 2-chlorobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid, and

30 isocyano-cyclohexane.
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Example 89
20 7-Chloro-Z-isopropyl—3-oxo-4—pyridin-3-yhnethyl—2,3,4,5-tetrahydro—
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 456.2 (M+1), was obtained in analogy to example 3
from pyridin-3-yl-methylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid,

and isocyano-cyclohexane.

25 Example 90
7—Chloro—Z-isopropyl—3—oxo—4—pyridin—3-yhnethyl—2,3,4,5-tetrahydro—
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 430.18 (M+1), was obtained in analogy to.example 3
from pyridin-3-yl-methylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid,

30 and l-isocyano-butane.
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ahydr o- xample 9

20  7-Chloro-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-

benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 482.21 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-y1)-ethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, and 1-isocyano-butane.

25 Example 95
7-Chloro—2-isopropyl-4-[2—(5-methoxy—1H-indol-3-yl)—ethyl]—3-oxo—2,3,4,5-tetrahydro-
benzo|f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 512.22 (M+1), was obtained in analogy to example 3
from 2-(5-methoxy-1H-indol-3-yl)-ethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-
30 methyl-butyric acid, and 2-isocyano-2-methyl-propane.
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8- ethylamno4[2 (1Hindol -3-yl)-ethyl]-2-isopropyl

- 3-0x0-2, 3, 4, 5-
tetrahydro- Example 99
20  4-(3,5-Dichloro-benzyl)-8-diethylamino-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-

benzo|[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 534.22 (M+1), was obtained in analogy to example 3
from 3,5-dichlorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-2-methyl-propane.

25 Example 100
4-(3,5-Dichloro-benzyl)-8-diethylamino-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 560.24 (M+1), was obtained in analogy to example 3
from 3,5-dichlorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric

30 acid, and isocyano-cyclohexane.
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Example 104
20  4-(2-Chloro-benzyl)-8-diethylamino-2-isopropyl-3-o0x0-2,3,4,5-tetrahydro-
benzo|f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 500.3 (M+1), was obtained in analogy to example 3
from 2-chlorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-2-methyl-propane.

25 Example 105
8-Diethy1amino—4; (2,6-difluoro-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzol[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 502.3 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric
30 acid, and 2-isocyano-2-methyl-propane.
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Example 109
20° 8-Diethylamino-4—(2,6-diﬂuoro—benzyl)-2-isopropyl—3-oxo—2,3,4,5-tetrahydro—
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide '

The title compound, MS m/e: 502.4 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric

acid, and 1-isocyano-butane.

25 Example 110
4—Cyclohexyl—S—diethylamino—z-isopropyl-3—oxo-2,3,4,5-tetrahydro-
benzo|[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 458.4 (M+1), was obtained in analogy to example 3 from
cyclohexylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric acid, and 2-
30 isocyano-2-methyl-propane.
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The title compound, MS m/e: 506.4 (M+1), was obtained in analogy to example 3
from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2-(5-diethylamino-2-formyl-phenoxy)-
3-methyl-butyric acid, and 2-isocyano-2-methyl-propane.

25 Example 115
8-Diethylamino—z-isopropyl—3—oxo-4-(1,2,3,4—tetrahydro—naphthalen-1-y1)-2,3,4,5-
tetrahydro-benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 532.4 (M+1), was obtained in analogy to example 3
from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2-(5-diethylamino-2-formyl-phenoxy)-
30 3-methyl-butyric acid, and isocyano-cyclohexane.
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1, rf‘i]ath XBZE6Pic A6d Sarfla-ROXMh b - @eil§l-besplanbut yl ami de The
titl egcoQ§§Und VS nieém519 4 ?ﬁ%?) was obtained in

anal ogy to exanple 3 from
2- (1Hi ndol - 3- yI ) - et hyl ami n&Xample 118

2- f Beflh a1l @Y&@ﬁ@l@yl&eﬂgﬂw&et&bﬁmyﬂ=Bopmp’;nly?o-OXGQ 3,4,5-tetrahydro-
butyric acid, and 2-isocya | - an
152 Ooenze tfid g orevpine 3 oty Gk 'éLaF Cﬁ@%‘%&ﬁ’b&g 121 -
8- Di et hyl am no- 2-i sopr opyl -
[ 2Tkt ﬂ@&&ﬁ%&uﬂd"ﬁ\lm% 5364 tM+@§ h&’is]obta&zed)ﬁﬁaﬁalag}ﬁfto&xample 3

tetra dr o-benzo xaze rboxvl ic a
bufrgnabﬁna@ Es) élO?iPHL&{ B ] p ? 349 ’fqu 2bflenoxy)-3-

M&ﬂﬁg%g@ﬁ acld, MBI 6GHn -2 &dl?di@h@ 3 5 from
2- (5- et hoxy IFLlndoI 3- ylg et hyl am ne,

2- (5-di et hyl am no- 2- fornyl-qyeno i 3- nethyl-butyrlc
XERRI S

acid, and 1-isocyano-but ane. 122 4-
20( 44 @eg%%[g 18 éf@x@l?%—?%ﬂ‘}l%‘ - die{l5ARNKIRY]-1s8propy8-0xe 2; H46-tetrahydro-
benzo[fj [1,4] oxazep1ne-5 -carboxylic acid butylamide
The title compound, MS m/e: 510.4 (M+1), was obtained in analogy to example 3
from benzo[1,3]dioxol-5-yl-methylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-
methyl-butyric acid, and 1-isocyano-butane.

25 Example 120
8-Diethylamino-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-o0x0-2,3 ,4,5-tetrahydro-
benzol[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 519.4 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-yl)-ethylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-
30 butyric acid, and 2-isocyano-2-methyl-propane. :



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid

butyl am de 10 The title conpound, M5 me: 468.4 (M1l),
worw40mt988 ned i n anal ogy to exanple 3 from PCT/EP2004/005177

4- di met hyl am nobenzyl am ne, 9

2-(2-forny|-5-nethoxy-phenoxy)"? met hyl -butyric acid,

and 1-isocyano-butane. Exa Ie %zf )

(4- Chl oro-2-fl uoro- benzyl) ropyl 8- met hoxy- 3- 0xo0

-3 @1&11 aﬁ'lﬁid-ﬂ-lil%@ﬁ' lS[zb(enﬂahbici lﬁHlmd])l- -yl)- eﬂlhyl]-3-oz4:|o—2,3,4,5-
oxaze oxylic rt-but e title
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to exanple 3 from 4-chl oro-2-fluorobenzyl am ne,

2-{ e thiQ S0 o'imH!EMSCiﬁbé PIISNQOAY) ), Sramebtaided it eiaogyco agardple 3

ST ﬁéﬁ%?@%l%%éa@p%)?th@%%% Jpuragphency)-
X03. %e@nﬁﬁb'ﬁt}trﬁtarcﬁﬂﬂd Q-isd? bithne. :

[ 1, 4] oXazepi ne-5-car boxylic acid cyclohexylanlde The
title conpound, MS nfe: 503.3 was obtained in
anal ogy to exanple 3 fron1 M$NEH52

4- £k %&eﬁiﬁ&ﬁﬁb%ﬁﬂ;ﬂ)ﬁhdﬁpﬂﬁpyl% -methoxy-3-0x0-2,3,4,5-tetrahydro-

2-(2-fornyl -5-nmet hoxy-p butyric acid,
anerizeli Qé’ﬁ%’“’@%ﬂ%ﬁéﬁ ﬂ‘??@ﬁwﬁ’éﬂﬁs 4-
(4- Chl oro-2-fl uoro- benzyl) 2-1sopropyl - 8- net hoxy- 3- oxo

10 2T§e ﬂ'ﬂ@édrﬁﬁdﬁf&! MOm/Deeo[Nil-1), was obtamed in analogy to example 3

coﬁﬁ oxazeplne %grb Xylﬁ#&¢2hﬁagyg %ﬁh%%?ﬁ%ﬁ“% ﬁég?hylbuqmm

toaé;&adqqgllels& aﬁé.@mﬂmchl oro- 2-fl uorobenzyl am ne,
2-(2-fornyl g.nethoxy-phenoxy)-s-nethyI- 30 butyric

acid, and 1- |socyano-butane.}%£%§g 100958

PCT/ EP2004/ 005177 -40 Exanpt - Br ono- 4-

( 24Q4Q¢H1!>M-ﬂu9ﬁﬁmz),r)2z ﬁBpﬂa:iply} - Srauthe R B odo-8:345-tettahgriro-
o- benzo [f] [ 1, 4] oxazepl ne->5- cgg%&g; c aci d

15cy benseds [A ‘Hﬁi‘%?épmﬁé erpoxylic grdberidpu 529. 2
(N%ZS) was obtained in analogy to exanple 3 5 from

'kt)1de H&ﬁg@@rﬂf- WIS/ 8a77.2 (M+1), was obtained in analogy to example 3
rono

ﬁ@hbyw%ﬂi&%‘?@%enoxy%égfo ﬁnfﬁ”% Setx§:prdSky)-3-methyl-
[ 42&%&%@1@Y%&’2—%@&b@ vyl popas@pr opy| - 3- 0x0- 2, 3,4, 5

ydr o-
Example 124
20 4—(4-Chloro-2-ﬂuoro—benzy1)-2-isopropy1—8-methoxy—3-oxo-2,3,4,5—tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 503.3 (M-+1), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-

butyric acid, and isocyano-cyclohexane.

25 Example 125
4—(4—Chloro-2—ﬂuoro—benzyl)—2—isopropyl—8—methoxy—3-0xo-2,3,4,5-tetrahydro—
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 477.3 (M+1), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-

30 butyric acid, and 1-isocyano-butane.



benzo [f] [1, 4] oxazepi ne-5-carbonyl|l -am no}-acetic
acid tert-butyl ester 10 The title conpound, M nle:
WG 3®440(08-1) , was obtai ned in anal ogy to exanpP€&r/BP2004/005177
from 1- benzyl - pi peri di n- 4- ylanlﬂﬁ
2- (2-fornyl - phenoxy) - 3- net hyl yric acid, and
I socyano-acetic acid tert byt r. Exanple 128
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T bRk AR oy e
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({7-Chl oro-2-isopropyl -4-[ 25 %4 nk159 phenyl ) -ethyl]-3-
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4 nltrophenylethylan1ne

10 2-THe 6N &fr@p&nfdoMmhfepstmmm}iﬁmbhgaineuun yndlegydoiedample 3
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an@{bmoﬁpz@@mﬁy@ﬁz (5rethoxy-1H-indol-3-yl)-ethyl]-3-0x0-2,3,4,5-
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152. fepraly ﬁ]{ﬁ anﬁ%éﬂ%glﬁlﬁ?%t W'no) gget% aflld tert—butyl ester
aci d, and 2 i socyano- 2- net hyl - propane. WO 2004/100958
PCTEEF 39@&419&%7 S mﬁel 5EX A (a3 ), s 4btained in analogy to example 3

g(éH:grBran zg_gnr%&flz o#; dlia%ol-njg'él fh’fy]lalmme,rbo@/ c}glo%osgf%(gr%%x p'h%n&cy) 3-

[ Lnfthgr 28R R D 2 bRII ARy J-fcetic beld cotcbatybugérani de The
title ‘conpound, MsS me: 505.3 (Mtl), was obtained in

anal ogy to exanple 3 5 from
benzoi ni dazol - 2- yI - net hyl anif@mple 129

202 (3 GMBPM-&;IJ}%M [2rtaemieveyp h&ryn&tlhgl] 3 dxot)y3,4,5- tatralydro-

i socyano- C ohexape.
( 2b6mm ﬂhuﬂ%azﬁﬁﬁlfyﬁ -§arpoe SQEX racé%%d "fr%g‘ﬂ%esf%t r ah
ydr o-
The title compound, MS m/e: 546.2 (M+1), was obtained in analogy to example 3

from 4-nitrophenylethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid, .

and isocyano-acetic acid tert-butyl ester.

25 Example 130
4—(1H—Benzoimidazol—Z-ylmethyl)-9—ethoxy—2—isopropyl—3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 479.3 (M+1), was obtained in analogy to example 3
from benzoimidazol-2-yl-methylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-methyl-
30 butyric acid, and 2-isocyano-2-methyl-propane.



benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
benzyl am de 1o The title conpound, M5 me: 499.2

W@ Me)1p09Bms obt ai ned i n anal ogy to exanple 3 PCDEP2004/005177
2, 6-di fl uorobenzyl am ne, 4
2-(4-ch|oro-2-forny|-phenoxy)-S-héthyI-butyric aci d,

and i socyanonet hyl - benzene.  Exa 133
7-Ch|oro-4-cyc|ohexy|-2-iso%?@ﬂgghgkoxo-z,3,4,5-tetrah

y 4t Q18R ihidazbl12-$ln @A -0 pitheey2-isbpropal-Baxyi2, 3 4,a¢¢ahydro-
benzyl anmi de The titl e conpound, NE nﬁe:.455;3 (M+1),
wdeneni Bl Alrerepinensr B RHls AEprpeRe rpids

cycl ohexyl am ne,

21t S Efpoand QVIB W /e 808 3NN ) SwardHiyined it yralagy dc exkmple 3

d thy] - b | le 134 2
R A R s S T
| sudyrd #idah&@isoayneigclobease. [f] [1, 4]

oxazepi ne-5-carbonyl] -am no}-acetic acid tert-butyl
ester The title conpound, m§l: 1? 7.18 (M+23), was
obt ai ned in anal ogy to exanpf¥™B€ - ffom

3-1Ehidrb A @BRaiMbREBEyD mi-R6propyl-3-oxo-2,3,4,5-tetrahydro-
2-(4-chloro-2-for Ié@Pquxy -%-neﬁgél-butyric aci d,
arenzelfH§dhexagening-o-cadiogylicatd benalartds o1~ 25 Exanpl e
135 4-

10 1T1§eemeyéo-n9[bdﬁ%ﬁl, RiShin/b: 399)2 @Vl 819 Aa® Pitaindd dix enalod, td eBarhiple 3
trahydro- benzo [f] [ 1 ﬁ% EﬁaZS%én6151farb3&¥ll ﬁhﬁkﬁcadd
befno Zrdifiorehengyliminec o Hioe0- 2N Y e g 9%y )z ﬂ?&ﬁ’? ’

PRFuAGHebA RIALROY L0 exanple 3 from
1-benzyl - pi peridi n-4-yl am ne,
2- (2-fornyl - phenoxy) - 3-net hy] - bug yri.c acid, and 30
i socyanonet hyl - benzene.” WO 368EPF0GS58

PG IR Q0A LARHE LA 2- 156 Br Py RBIYx6-2]8 8 5-tetrahydro-benzolf][1 ,4]oxazepine-5-
4-(1-Benzyl - pi peridin-4-yl)-7-chloro-2-isopropyl - 3-o0xo
15- 2¢a@baxydictagidbghgdemidepenzo [f] [ 1, 4]

oxazepi ne-5-carboxylic acid benzylam de The title

coppoyAd foe&@d}{& MShfe: 354 MlDn1 ), Was obbiigddiadnalngatedxegyple 3

to exanp 5 fron11-benz | - pt geridi n<4-ylamne, . .

2 ramstrlohesymise |4 pHero Ly R RBERYR) bty AL Dol geids and
angd | YRARIBLha benzene. Exanple 137 {

[4g8?%ggnzy -piper?din-4-y|)-7-ch|oro-2-isopropy|-3-ox

0- 2, 3,4, 5-tetrahydro- Example 134
20 {[7—Chloro—2-isopropy1—3—oxo-4—(3-triﬂuoromethyl-benzy1)-2,3,4,5-tetrahydro-

benzo|[f][1,4]oxazepine-5-carbonyl]-amino}-acetic acid tert-butyl ester

The title compound, MS m/e: 577.18 (M+23), was obtained in analogy to example 3
from 3-trifluoromethylbenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-acetic acid tert-butyl ester.

25 Example 135
4—(1—Benzy1—piperidin—4—yl)-2—isopropy1—3-oxo-2,3,4,S—tetrahydro—
benzo[f][1,4]oxazepine-5-carboxylic acid benzylamide

The title compound, MS m/e: 512.4 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric acid, and

30 isocyanomethyl-benzene.



benzo [f] [ 1, 4] oxazepine-5-carbonyl] -am no}-acetic

acid tert-butyl ester 10 The title conpound, M nle:
wWOI@430008-1), was obtai ned in anal ogy to exanpP€&r/BP2004/005177

from 1- benzyl - pi peri di n- 4- ylamqﬁE

2- (4-chl oro-2-fornyl - phenoxy) - 3 thyl -butyric acid,

and |socyano acetic acid teﬁ b%t¥§6ester Exanpl e 138

{
[ 4= (113§av'ypp Mﬂm%-ﬁben&ﬂoﬁhydo})rcﬁyyt Bl e, 24,5 steqraloyird- 3

QX0 tetra 15 bgnzo 1, 4]
o%?@éﬂig B’Xéza‘ii’b‘}fn@ Fﬂrﬁ’ﬁﬁ Heet eé‘?YI[L‘m}:\": d tert-butyl
ester The title conpound, MS nie: 566.21 (M23), was
obtiRi tﬁ;l%:d:ohfpo@tﬁ@I MIS Yn/e546 8NP+ B), Fas Sbtaimed in analogy to example 3

2- an1n henyl o] |ona
> 2 f(%né ?r&lﬁﬂrﬁﬁﬁgﬁo '3§"°§loﬁ%@h§9fmylbme§/l PR Sgeghyl-butyric
athhd §9@}§@&Qna§1@tﬂypba@eﬂetert butyl ester. Exanple 139
7-Chloro-4- [2- (1 Hindol-3-yl)-ethyl]

-2 i sopropyl - 3- oxo- 2, 3, 4, 5- Eetr hég o- benzo [f] |
1, 4] oxazepi ne-5-car boxyl i c EEUPRHRNzyl ani de The title

;:qr[m@wﬁdnz;nz? fﬁlm-a mmm%)zl-lsmepﬂm-axme,d,mtmhww
0 exa rom n -
2-henzelh] éAJ;QXZZ?RmT%Cﬁ'éWé‘ﬁQ ﬁpsﬁﬁ‘éf‘)ﬁﬁ -dt’}%ﬁ@% eStehi d,

and i socyanonet hyl - benzene. 25 Exanple 140 7-Chl oro-4-
10 ( 4TicH ﬁﬂ'am@ﬁnaomeﬂ/éy$mﬁ(m$ opfapybtadredxmatyGrykoSxdrpple 3

rahydro benzo[ T, 0X rbo | L d .
belFoR labsrE- HiRgr ined @a@&édﬁﬁﬁ%ﬂaﬁ’ Tdhtc X gsthyl-butyric
Wasi P Rhakdefnbhcaiad abertBugkarge) e 3 from

4- d|nethylan1nobenzylan1ne

2- (4-chl oro-2-fornyl - phenox yl -butyric 3o
aci d, and isocyanonet hyl - *%@Hqugg 2004/ 100958
P%&EF&Q@M&Q@@ en ﬂ%%mﬂﬂﬁrolﬁ-lso{)rcﬁﬁfl -3-0x0-2,3,4,5-tetrahydro-

15%2]45;2{2 | zggéagg%ne-gt o {]-e?mhgn%li acetic aci% ertr'p/utyl est%%'(o 2

[ 1, 4] oxazepi ne-5-car bonyl ] -am no}-acetic acid
t effs fid é’dmﬁ&lrﬁlr MBha/d 564.21 QAP Rds obEined &1 arbdy3o example 3

.(ZMéégl)z%rﬂ@mqﬁTPt}l%g}gfﬂiyﬁgﬁg e 09%4 cglo%( 3%lrr(re1y13phenfo§c}%@%—methyl—
2- b 4eP bl CrdribR ?md _adfenadrt Bufthml - butyric  aci d,

and I'socyano-acetic acid tert-butyl ester. Exanple 142
{
[ 7- Chl or o- 2-i sopr opy! - 4- ( 2- FERMPISHA% anyl - et hyl ) - 3- oxo
20" 27 -%lﬂm%‘-zi-ﬁ-(ﬁﬁ'—)ﬁ‘i’d&-‘S-yl)—ethyl]—2-isopropyl—3-oxo—2,3,4,5-tetrahydro—
benzo[f][1,4] oxazepine-5-carboxylic acid benzylamide

The title compound, MS m/e: 516.3 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-yl)-ethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyanomethyl-benzene.

25 ' Example 140
7-Chloro-4-(4-dimethylamino-benzyl)-2-isopropyl-3-0xo-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid benzylamide

The title compound, MS m/e: 528.3 (M+23), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

30 acid, and isocyanomethyl-benzene.



benzo [f] [ 1, 4] oxazepine-5-carbonyl] -am no}-acetic

acid tert-butyl ester 10 The title conpound, M nle:
waB430(0M-23) , was obtained in anal ogy to exanptBEB2004/005177

from 2- et hyl sul f anyl - ethylanln
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10 2- T}?etﬁt{érdasyﬁpd@hamxyﬁfe&qm (IMJI—Z?;)bwhydsbtmnai:ndanaklg& to example 3

Llsf?gr}/l%ngle yl suifany?%’lchgflag‘nelglg, btjtl Xhlor S5 %ormy% phengxr}q? 3= met‘h?d butyric

( 2achit, Phdl ksdefBohRpzyddd Rrichitgheste2- i sopr opyl - 3- oxo- 2, 3, 4
, b- tetrahydro- benzo [f] [ 1,

4]
oxazepi ne-5-carboxylic acid Xclggﬁgylanlde The title
conmpound, M5 nmfe: 501.3 (N% bt ai ned i n anal ogy

tzo([ﬁ—)@ﬂfﬂloez -BopFdpil ?o&odl—(ll Mfaﬁbﬁnbyﬁz@'m-mﬁ,zl 5- tetrahydro-

2- et hoxy- 6- for henaxy) - 3: net hyl -.hut aC|d
15 3cbengalfild %ﬁﬁl@% %@Pé(ﬁ AIAP) -9 ERbiE S ’6‘6@% £y1 Ster
PCT/ EP2004/ 005177 -44 Exanple 146 4-
( 4fr11i% e Mﬁdﬂﬂomﬁwb% 9(mn@x WaQO‘n)tﬁm@d opyhal Geyowex@nple 3

-tetrahydro- benzo

oo w@r&%ﬁhﬂ&@ymr@m&b i 2 bpear BEm BTy 2 methyl
COPRIHOGid '\ﬁdql&yarﬂﬁgceﬁc advlt ort-bwpsesdat ai ned i n anal ogy

to exanpl e 3 from 4-di net hyl am nobenzyl am ne,

2- (2- et hoxy- 6- fornyl-phenox yl -butyric acid,
é%ﬁ%‘ﬂ%§ghp

and 2-isocyano-2-nethyl -pro l e 147 4-
20( 1({5ﬁ§@1%i"0¥)f1'-41?1 (ﬂhﬁro‘lp%hamgz Fahong)-ethyls-oxony 5,4, 3-erah@lro-

f)enzo [f][1 4]oxazep1ne-5 ~carbonyl}-amino)-acetic acid tert-butyl ester

The title compound, MS m/e: 528.3 (M+1), was obtained in analogy to example 3
from 2-(5-nitro-pyridin-2-ylamino)-ethylamine, 2-(2-formyl-phenoxy)-3-methyl-

butyric acid, and isocyano-acetic acid tert-butyl ester.

25 Example 145
4-(2,6-Difluoro-benzyl)-9-ethoxy-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzol[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 501.3 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-methyl-butyric acid,

30 and isocyano-cyclohexane.
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benzol[f] [1;4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 518.4 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-yl)-ethylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 150
9-Ethoxy-2-isopropyl-4-[2- (S-methoxy-1H—indol—3—yl)-ethyl]—3-oxo-2,3,4,5—tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 522.4 (M+1), was obtained in analogy to example 3
from 2-(5-methoxy-1H-indol-3-yl)-ethylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-
30 methyl-butyric acid, and 2-isocyano-2-methyl-propane.
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Example 154
20  7-Bromo-2-isopropyl-3-oxo-4-(2-thiophen-2-yl-ethyl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 541.2 (M+1), was obtained in analogy to example 3
from 2-thiophen-2-yl-ethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-1,3-dimethyl-benzene.

25 Example 155
4-(1-Benzyl-piperidin-4-yl)-7-bromo-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 604.3 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl- butyrlc
30 acid, and 2-isocyano-1,3-dimethyl-benzene.
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Example 159
20 7—Bromo-2-isopropyl—3—oxo-4—(2-pheny1~cyc10propyl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 525.2 (M+1), was obtained in analogy to example 3
from 2-phenyl-cyclopropylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 160
7-Bromo-4—(4—dimethylamino—benzyl)-2-isopropy1—3-oxo-2,3,4,5—tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 538.3 (M+23), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
30 acid, and 2-isocyano-2-methyl-propane.
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Example 164
20 7-Bromo-2-isopropyl—4-[2—(4—nitro-phenyl)—ethyl]—3—oxo-2,3,4,5—tetrahydr0—
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 558.3 (M+1), was obtained in analogy to example 3
from 4-nitrophenylethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid,

and isocyano-cyclohexane.

25 Example 165
7-Bromo-4-(4-chloro-2-fluoro-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamid '

The title compound, MS m/e: 551.2 (M+1), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric

30 acid, and isocyano-cyclohexane.
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The title compound, MS m/e: 635.1 (M+23), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-
methyl-butyric acid, and isocyano-acetic acid tert-butyl ester.

25 Example 170

7-Bromo-2-isopropyl-9-methoxy-4-[2-(5-methoxy- 1H-indol-3-yl)-ethyl]-3-0x0-2,3,4,5-

tetrahydro-benzo[f][1,4]oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 634.3 (M+1), was obtained in analogy to example 3
from 2-(5-methoxy-1H-indol-3-yl)-ethylamine, 2-(4-bromo-2-formyl-6-methoxy-
30 phenoxy)-3-methyl-butyric acid, and 2-isocyano-1,3-dimethyl-benzene.
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2- fe S GHED etgylgﬁfr{'%len% 1EhBOX Y- RHﬁﬁP—l)ﬂletﬁoﬂEbMox%) -3-methyl-butyric
butyric acid; cyano- cycl ohexane. Exanpl e
acid, and 2-isocyano-1,3-dimethyl-benzene.

20 Example 174

2-tert-Butoxymethyl-7-chloro-4-(2,6-difluoro-benzyl)-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 557.21 (M+23), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 3-tert-butoxy-2-(4-chloro-2-formyl-phenoxy)-propionic

25 acid, and isocyano-cyclohexane.

Example 175
2-tert-Butoxymethyl-7-chloro-4-furan-2-ylmethyl-3-oxo-2,3,4,5-tetrahydro-
benzo|[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 511.2 (M+23), was obtained in analogy to example 3
30 from furan-2-yl-methylamine, 3-tert-butoxy-2-(4-chloro-2-formyl-phenoxy)-propionic

acid, and isocyano-cyclohexane.



4- (1-B

enzyl - pi peridi n-4-yl)-7-brono-2-isopropyl - 9- net hoxy- 3-
WO2@420®581, 5-t et rahydro- benzo[f] PCT/EP2004/005177

[ 1, 4] oxazepi ne- 5-car boxylic aci % tert-butylam de 10

The title conpound, M nie: 586'.:9 (Mtl), was obtai ned

in analogy to exanple 3 fram
1- benzyl - pi peri di n- 4-yl ani ngf(ample 176

2-1-Brhomo2%-8ifuyd-bérzydt hissyrapheoaxsthexd-3-oxo-2,3,4,5-tetrahydro-
thyl -hutyric acid, and 2-ispc 0- 2- mef hyl - pr opane.

A PRSI A ol I S

enzyl)-2-isopropyl - 9- net hoxy- 3- oxo- 2, 3,4, 5- 15

t G’I‘l:i@ﬂiﬂ/&cro;iﬁnﬂlﬁllﬁapMS]m/[eis 65 DRAZ ED wae el&-aim% o xydlogy tackaimple 3

cycl ohexyl am de The tit onpoun D94, 2 )
s (o b outhenriainer 2 SAERTRG e eV b S gt Fhehor)-3-methy!

4-slithat had,antd ikemoydyalshetne.

2- (4- brono- 2-fornyl - 6- met hoxy- phenoxy) - 3-

met hyl -butyric acid, and is@cyanp-¢cycl ohexane. Exanpl e
179 20 %mepﬁ: 17y

4- 11 Benzyl iﬁﬂrﬂm-ndﬁl)m%;mh)):z?isgmpﬁ-Q;ﬂeslnpayeﬁa?ke-gfsmi-hemhydm-
oxy-3-0x0-2,3,4,5-tetra ro- ,benzo . 1,4
ox%‘?@ﬁ&ﬁé1459395?%?(§TC?@’°&%’£8&%@1WP§W# e title
conpound, MS nfe: 586.3 (M+tl), was obtai ned in anal ogy

10t OTR&@NPEENFounids BI8 rh/eb 886y (Mpil peval dbtainkdyih amilngy to example 3

2-(4-bronmo-2-fornyl - 6- net hgxy-.pheno - 35 2
oA B Pee YA 3 iy Ao Kerie msthogyphpey)-
18fhethyl-butyric acid, and 2-isocyano-2-methyl-propane.

7- Brono- 4- ( 4- di met hyl am no- benzyl ) - 2-i sopropyl - 9- net ho

Xy- 3-0x0-2, 3, 4,5- tetrahydrq; ben fl1 [ 1,4]
oxazepi ne- 5- car boxyl i ¢ aci d%d‘ﬁﬂera i°de The title

C OMIRHRG -4- Mod i Ehyl @@t 03béddyD DH-isoppyb Hintdthexdy-3-0x0-2,3,4,5-
anal ogy .to exanple.3 fr.om4- irreﬁh l. m? benllel.gm ne,
lsz-tmagyérﬁobem Al XgZeRIPFSS 3}% fo%%? yslohgxylamidd

met hyl -butyric acid, and 1-isocyano-butane. WO

2094, $00858p RaH, FR2A0R4 5005 LV7-23), Svhs Bisaairekddn df4logy to example 3
! B e e oAV B SRS 2 oy 6ot By -o-
[ 1nftheraesRicieddakeibeibicgclalidxdneycl ohexyl am de The

title ‘conpound, Ms me: 530.3 (Mtl), was obtained in

anal ogy to exanple 3 5 from pyridin:3-yl-nmethyl am ne,
b

2- (4- br ono- 2- f or nyl - 6- met hoxy4 ) - 3- et hyl -

20D UYL i Bendflifiperadifl 4 AP IEBAOCY Bopfupyhaanethsgyyploxo1B4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 586.3 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-

methyl-butyric acid, and 1-isocyano-butane.

25 Example 180
7-Bromo-4-(4-dimethylamino-benzyl)-2-isopropyl-9-methoxy-3-0x0-2,3,4,5-
tetrahydro-benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 568.3 (M+23), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-
30 methyl-butyric acid, and 1-isocyano-butane.



7-Bronmo-4- [2- (1 Hindol-3-yl)-ethyl]

- 2-1 sopropyl - 9- met hoxy- 3- oxo- 2, 3, 4, 5-tetrahydro- benzo
wQ tJo4[100058!] oxazepi ne-5-carboxylic acid tert-beCERZI0L®S5177

10 The title conmpound, M5 nle: 6.3 (Mrl), was

obtained in analogy to exanple 3~ from

2-(1Hindol -3-yl)-ethylamn

2-(4-bronn-2-forny|-6-nEtho§V]nﬁgH%§y) 3-

MEYBYbmb -6 p1opetH-ahaethawcy- fokaaey;mﬁm -2- yﬂmteﬂyyl zmzr;:eaamhydm-

g??é@ﬁbﬁ;ﬂ?‘ixaizglg& = ‘I’SO 2 ﬁﬁ‘ihrgext%lg%% 2, 3 4 5. 15

tetrahydro benzo [f] [ 1, 4] oxazepi ne- 5-carboxylic
acCTHe fid Eorlpdud M She/ el 5308 (Mhe), mtmbtamhd ilVBnatbgy toxfemple 3

sy fabiat %3-%%&%%5‘@?% Hmy AR imdthox-Binoxy)-3-methyl-

2- bdtyRe 8d8; aArdfliSd oy o-BydBteRaney -

phenoxy)-3-nethy|-butyric acid and

2-isocyano- 2- net hyl - propane Qﬁ 184 20
7-Brorno-2-isopropyl -9- neth ﬂ? (5- met hoxy- 1H i ndo

| - B-B¢booet- [y ( [H-3nd0iB- —3&1‘}'1 52—1sbpidp§'h9dﬁahb1e;n2@x[#2],3,4,5 -tetrahydro-
1, 4] Oéi i ne- 5-car i 3C|d %ﬁloh xyl am de The

ti beugo Hﬁﬁaﬁa&epwsﬁﬁaé 1S ag i’}‘ obt ai ned in

anal ogy to exanple 3 from

102- ((he fTBé B&ﬁgoz!clﬂ'dt Wﬂi/e 356/ BXNBHDLW&maned in analogy to example 3
ar

phg’ga)b%& gnﬁ%lf%% eﬁlmlwling, gg%—hrorgﬂ—&—formyl—6-methoxy-phenoxy)-3—

g&ﬁ:' RN %A 2~1s&§arﬁxmwyﬂp35p ane.
7 Br orno- 2-i sopr opyl - 9- net hoxy- 4-

[2-(5-nitro-pyridin-2-yl ani hylJ - 3- oxo-
2, 3, 4, 5-tetrahydro- benzo[f]qg&nﬂﬁe¥g§

[1 7@@@@%@%@@%@%1;' 4:{2454@@@ DHamib]aﬂmyIjeethﬂhé—oxo-z 3,4,5-
title conpound me: 604.3 ﬁ &a Q %ﬁln%p in

L5an &tedydrab @;@g%ileél QXazZEPigET- carboxy c acid tert-butylamide
2-(5-nitro-pyridin-2-ylam no) -et hyl am ne,
2- (rhe 'BEI@@@m 01‘319& NS nfe:m8E BAX-1), V%Is obtained in analogy to example 3

phenox yl - butyric ac; ;
gr(ﬁ%‘%ﬂ‘@ﬁ’eﬂéﬂé e R e

- S%h 36m dB§1-butyric acid, and 2-isocyano-2-methyl-propane.

[ 7-Brond- 4- (2-Chl or o- benzyl) 2- |sopropyl 9- net hoxy- 3-0

X0-2, 3,4, 5-tetrahydro- benzoé ! h

oxazepi ne- 5- car bonyl] -am no}% FF% acid tert-butyl

28 S T8 roltR25ddphS 11; DORRHsy-4MB- (Bl BethBy- 121-&1%23»1) -8thpl]-3-0x0-2,3;4,5-
al’og

obtained in an to exanple, 3 5
2- éﬁr@y@gyhglgqoéﬂ{ oxazepine-5-carboxylic acid cygln}lexylamlde

2- (4- brono- 2-fornyl - 6- met hoxy- phenoxy) - 3- net hyl -

butyyeitfle esin%ouﬁa dvib $9eNANS- (ALEL)| Wadshtgink@ir ahildgylto example 3
ester. Exanple 187
from 2- (5—methoxy—1H -indol-3-y1)-ethylamine, 2-(4-bromo-2-formyl-6-methoxy-

phenoxy)-3- methyl -butyric acid, and isocyano-cyclohexane.

25 Example 185
7-Bromo-2-isopropyl-9-methoxy-4-[2-(5-nitro-pyridin-2-ylamino)-ethyl]-3-oxo-
2,3,4,5-tetrahydro-benzo[f] [1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 604.3 (M+1), was obtained in analogy to example 3
from 2-(5-nitro-pyridin-2-ylamino)-ethylamine, 2-(4-bromo-2-formyl-6-methoxy- |
30 phenoxy)-3-methyl-butyric acid, and isocyano-cyclohexane.



(7- Brono- 4- car banoyl et hyl - 2-i sopr opyl - 9- met hoxy- 3- oxo
W0 2003/140958 t et r ahydro- benzo [f] [ 1, 4] PCT/EP2004/005177

oxazepi ne-5-carbonyl)-am no] -acetic acid tert-butyl

ester 1o The title conmpound, M i'e: 550.2 (M-23), was

obt ai ned in anal ogy to exanple 3, from

2- am no- acet ani de, "Exdmple 186

2- {[#-Brb pisns-22- Lo Fotberfryl Vet Ropnspphe-aoetly)xy33-oro-2)8,4, httyahiydro-
EXI%(%%IP i%gg 'z?ﬁﬁy%&%{)baoggrf Ia%l%%i gcetuecragldt‘)cggt)i)ut}glsétst%lr‘

(3, 5-di chl oro-benzyl ) -2-i sopropyl - 9- net hoxy- 3- oxo- 2, 3,
4, Bhd 6l enpsiand, Ms BensDl.d {M+23), was obtained in analogy to example 3

[1 4] oxazepi ne-5-car bon cetic aci }
5t ol PP D prabST BRI Prot TGt SPGBy et
( MiZ3iic aMasandlictyiRdadeic aﬂaltéigbutybesﬂ:etarrpl e 3 from

3, 5- dlchlorobenzylanlne

2- (4-brono-2-fornyl -6- nethog%;$$gn§%y)-3-nethyl-

butyric acid, and isocyano- idtert-butyl
esE(ﬂBroWﬁ&aﬁﬁ hﬁ’&hﬁ-z isopropyl-9-methoxy-3-0x0-2,3,4,5-tetrahydro-

[ 7- Br onp- 2- |sopropyl hoxy- 3- oxp- 4: ycl o
pr byl 1, @onazspmétsr%@ﬁ HO- r&éwi BFFHC #tgjtpbut?flyester
oxazepi ne-5-car bonyl ] -an1no} acetic acid tert-butyl
10ESTRE tﬁg@orﬁb&hrﬁc} RPN BE0.2 W-I-IZB)% Wa5 8Bta&eﬁM't analogyat® example 3
g %g%ﬁ%ﬁ%%rg%* %z"f E 2 formyl g methoxy—phenoxy) -3-methyl-butyric

2- ( 4d birRscgad Raeit 26 @t BaKY cairenoxy) - 3-
met hyl -butyfic acid, and isocyano-acetic acid

tert-butyl ester. 25 Exanple, 190
[ 7- Br onp- 2-i sopr opyl - 9- neth§?9n§ﬂ%§%s4-
(1, 2, 3,4-tetrahydro-naphthalen- 1-yl)

2, :[3[74B15)'1ﬁ(ﬁt1f(§BV(HEIQORﬁBé’rQ[yD&—{s&pA)byl@ methoxy—S 0X0-2,3,4,5-tetrahydro-

oxazepi ne-5-carbonyl | -am s;acetic ac rt b tyl
15esbé@20&ﬂ)[ b@@&?ZPBH@%C@h?‘? Q%Mitfégtic 2 geré‘ utﬂw%s rl)/t le

conpound, MS nfe: 623.3 (M+23), was obtained in

anq{hg %ﬂe'i:@m%&ﬁﬁ@'l\ﬁs /168107 (M+23), was obtained in analogy to example 3

1 t”aétrde}hrﬂglf%ﬁr i ar;%%?r’ézp&és nb‘?féhfa 5{9}}1 -6-methoxy-phenoxy)-3-methyl-

'Eﬁbmel acpyaﬂd isGC}iﬂﬁchetﬂﬁéldl saMAayesetet i ¢ acid
tert-butyl ester.” Exanple 191 5

[ (7-Brono-2-isopropyl - 9-net 4-pyridin-3-ylnme
perbomile 4. 41

thyl -2, 3,4, 5-tetrahydro-
zd)qu?eBhﬂﬁo-Q iSGprepyYd )netlﬁiﬂy@&xo—&l-c(ﬁiplh(%nﬂwydopﬁmyl)mﬁ,ﬁJS -tetrahydro-

ester The title co ound,
obtbanzalfl [1.A] oxazapingy f%{begﬂi{gméné} qclegfﬁtad Qe'\’? %Ltyl e
pyrldln 3-yl - nethylan1ne

(T‘}letﬁftférEB oﬁﬁﬂ rMB n@'e'n%v XY+ 9h®fb]@(>fbt}un3d Efeiﬂaﬂ{dgy to example 3
ic acid, cyano- acet’i c ch %lljt}égr H 3.
est n 2- phenyl-cyclopropy amme, 2-(4-bromo- ormyl me -phenoxy)-

methyl-butync acid, and isocyano-acetic acid tert-butyl ester.

25 Example 190
{[7-Bromo-2-isopropyl-9-methoxy-3-oxo-4-(1,2,3,4-tetrahydro-naphthalen- 1-yl)-
2,3,4,5-tetrahydro-benzo[f][1,4] oxazepine-5-carbonyl] -amino}-acetic acid tert-butyl

ester



10 Exanple 192 [ (4-Benzo [ 1, 3]

di oxol - 5-yl net hyl - 7- br ono- 2-i sopr opyl - 9- net hoxy- 3- oxo-
WQ2®440058 t et r ahydr o- benzo[f] [ 1, 4] PCT/EP2004/005177

oxazepi ne- 5- car bonyl ) - am no] -ac%tlc acid tert-butyl

ester The t|tIe conpound MBS me> 627. 3 (Mt23), was

Ob'hl;elon edcgﬂlrgp G b ﬁ%y oﬁ%{fﬁ{}ﬁg%)ﬁggg FPained in analogy to example 3 from
2- (Qf?)m@ﬁﬁhﬂhf)gfaﬁuﬂmﬁnmi?lhﬁﬂﬂe, phenesyp-Bfdrmyl-6-methoxy-phenoxy)-

RTINS R
H i ndol - 3-yl) -ethyl]

-2 i sopropyl - 3- oxo- 2, 3, 4, 5- Beuumplyldio- benzo [f] [
oxazep| ne- 5-

s(2lG P ec hyPvEREhgT botﬁﬁ%%é o R S s tetrebydro-

rri Benzo{tP14] 6 dpine-Boqrdtyl-difhol -Acaitakigyrttbmtgbestepl € 3
from 2- (1H—|ndol 3-yl)-ethyl am ne,

2- 2 et hoxy- 6-for utyri.c acid

andhot ﬂ%%?wdﬂ\g?yra( Sehe LR i D imed it §ff Semple 3 from
8- Pradihyl BQyRmiS) Qf(@ﬁyﬂonﬁr2 formyl -6-methoxy-phenoxy)-3-methyl-
(1-nap hthalen X yl-eth 3,4,5-tetrahydro-

beh‘i‘anff»“}l dyangl i 128%39&% py:}F ﬁ@iée’f& B ¢ aci d
benzyl am de 25 The title conpound M5 nle: 564.4
10l Mr1) , was obtai ned in anal @yumiple ¥2anple 3 from

1- napht hal en-1-vy

h b I ne, : f
2- (@:=Rgnae Hy-’ﬂéWﬁLf?%LT‘y Ho 1 Priandsis9RreP e RO A OFy 2345
ac kllrah 2%-1’)&&6[*@1@]&&%%m@$%ﬁ5&1 yl)Riig] -acetRacid tert-butyl ester
8- D et hyl am no- 4-turan yl met hyl - 2-i sopr opyl - 3- oxo- 2,

3 4, 5- hyd 30 b
1 Ty SlasepPae G MSTYBRTT S (V28 A A ingein apalggy to example 3 from

209@%@99@1@0&@%&%&%&&%1214-br5ﬁlorm&>rmyt _benethoppphehoxy)-3-

was obt ai ne alogy to
15e x aFRENE- bgtyrfqaém end {sparane-arFticAst {g?ﬂtﬂl ster

2- (5-di et hyl am no- 2- fornyl-phenoxy) 3- nethyl butyric
acid, and |socyanonethyl berzangle B3Nl e 196 5

2 l 5 &%gﬁl[ﬁlﬁﬁg é&h)éf?%gpgg ly?%oxoy RN IELADRRELROS

baFrb N acid (2,6-dimethyl-phenyl)-amide
%éﬁ‘zgi ﬂgﬁoﬁﬂe?gﬁﬁ) afanﬁtje a%lhe( t| tllmee cyorlr)pgusr’]d %S

g‘ o 20l oo R iR A 4 hbr Db e P 4Ry 2 Blanple 3 from

g@@{d@ébfﬁﬁ@&l @Xind) be(aoeeuaxy% f(ﬁh{WJphbfwmyb-BGmemyl—Hutync acid,
I socya |nethyl benzene.
and 2- 1socyano 1,3- dlmethyl-benzene

Example 194
8-Dietl1ylamino-2-isopropyl-4—(l-naphthalen-l-yl-ethyl)-3—oxo-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid benzylamide

25 The title compound, MS m/e: 564.4 (M+1), was obtained in analogy to example 3
from 1-naphthalen-1-yl-ethylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-

butyric acid, and isocyanomethyl-benzene.

Example 195
8-Diethylamino-4-furan-2-ylmethyl-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
30 benzo[f][1,4]oxazepine-5-carboxylic acid benzylamide



WD 2004/ 100958 PCT/ EP2004/ 005177 -55 Clainms 1.
Conpounds of the general formrula R3 ONH RA N Ol
w@ Rjon/10828 O 5 wherein R is hydrogen, |ower al ROREP2004/005177
hal ogen or -NRR'; nis 1or 2;,_.R,R' are
i ndependent |y from each ot her hy%#ogen or | ower al kyl ;

R2 S hydr oge ndoM)S rﬂ; 2%@‘@1#3‘,\{% C%el Ofa}'na ngto example 3

m ﬁenﬂ@ff&an-ﬁfl -inSthyRwike, al (sydiethyla&ii2-2-fof @Y Icp hemergy) -3-methyl-
al kyl ,. cy or 6?422& r%henyl which is

uné‘t‘ﬁ’ﬁf?’fl 1EﬂCY%Il?6%‘?t FREBE™y one or two

substituents, selected fromthe group consisting of

hal ogen or | ower - al kyl; 15 R&ainple{96H2) o- phenyl, which

5o RIS el e PR R TGP s ORR Porh Fiptphrdeo-
ha}, aoe0 [ 1t4]b§a{zu€;h@$e¢ahwdxyhc a8 (B disnethyb phenyl SGRN |

or is - cycloal unsubstituted or substituted by

Fr Sh Fhecombape ot s v Eopa Gt ERGEC example 3

PY Kot Ninaphthaleh N0l etidysthinepP{ -Gyl 5 -misthoic - {phteakypp-methyl-butyric
hal ogen or. | ower alkox or thiophen-2-yl,

f upefl-dA-isocypedyd- Fhﬂ‘iquﬁ -BFpZe§pt i onal |y subst i t ut ed
by nitro, or benzoi m dazol -2-yl,

2- oxo-tetrahydrofuran, 1- benzyl -pi peridin-4-yl, or
benzo [ 1,3] dioxol-5-yl or is WO 2004/100958

PCT/ EP2004/ 005177



-56- - tetrahydro-naphthal en-1-yl, -

CHR - napht hal en-2-yl, - fluoren-9-yl, -
w@ arzpeess | ower al kyl, 5 - (CH2)a-S-benzyl, -PCI/EP2004/005177
(CH2) o-C(O NH2i - (CH2)ONR R -_C#_[C(O) NH2]
-(CH2) o- phenyl, - (CH2)o-CF3, I
-(CH2)o-CR R'-CH2-NR R'; andg.:.. S 1 or 2; and

5

10

15

20

pharmaceutically suitable aci 4ddi tion salts thereof.
2. Conpounds in accordance with claiml1l, wherein R2 is
| ower al ky] . l;n accordance with claim
2, V\heﬁeil%énﬁ%pul%gs g{/tg?gé?e%ilqglg%uam is -(CH2)o-phenyl,
substituted by di-hal ogen or NR R'. 4. Conpounds in
accordance with claim 3, which cghpounds are 20
7-brono-4-(2,6-difluoro-ben@yl)-2-isopropyl -3-o0xo0- 2, 3,
4,5-tetrahydro- benzo[f]a[ 1, azepi ne- 5- car boxylic
acid cycl ohexyl am de, 7° \k}llo 0- 4-

(4-chl oro-2-fl uoro-benzyl )~ 2-i
et rahydro- benzo [f] [©; 0Xaz
cycl ohexyl am de,

ro

7- brono-4-(4-chl oro-2-fl S)benzyl ) - 2-i sopropyl - 3-oxo
-2,3,4,5-tetrahydro 25 benzo [f] [1,4] I

oxazepi ne-5-carboxylic acid cycl ohexylam d or
7-brono-4- (4-di nethyl am no-benzyl)

- 2wh&ewy opyl - 9- met hoxy- 3- oxo- 2, 3, 4, 5- tetrahydro-benzo
[f] [1, 4] oxazepi ne-5-carboxylic acid cycl ohexyl am de.
5. Conpounds in accordance with claim2, wherein R3is
cygl oal and,R4 i 3 et rahy. ~pyran-4-yl. 6.
Colg‘podﬁ&élioﬁelhé%‘%err@gw&qw&{gﬁn et éﬁ%ﬁ% >"whi ch conpound
i's nis1or?2;

7-chl -,2- et hyl - 3: ox0-.4-(tetrahydrqg-pyran-4-yll-2 3, 4
,5-t e?]?’g%yifreér-l&/epen‘i)eé]ﬁi'gffé ef&f’i’]‘%i‘é’@%‘%ﬁg{ @Wc?g?%&k(yl iC

aci d cycl ohexyl am de. WD 2004/ 100958 PCT/ EP2004/ 005177

pyl 3 3-0x0- 2, 3, 4, 5-t
ne=(B-)sar boxyl i ¢ aci d

R®  is hydrogen, lower alkyl, -(CHy)m-cycloalkyl, -(CH,)m-phenyl or
-(CHz)m-O-lower alkyl;

misQ, 1or2;

R’ islower alkyl, -(CH,)n-C(O)O-lower alkyl, cycloalkyl or -(CH,)m-phenyl, which is

unsusbtituted or substituted by one or two substituents, selected from the group

consisting of halogen or lower alkyl;

R*  is -(CH,)o-phenyl, which is unsusbtituted or substituted by one or two
substituents, selected from the group consisting of halogen, trifluoromethyl, -
NR’R”, nitro or
—SO,NH,, or is
- cycloalkyl, unsubstituted or substituted by phenyl, or is
- (CR'R”),-heterocyclyl, selected from the group consisting of

tetrahydropyran-4-yl, pyridin-3-yl, indol-3-yl, optionally substituted by halogen or

lower alkoxy, or thiophen-2-yl, furan-2-yl, -NH-pyridin-2-yl, optionally
substituted by nitro, or benzoimidazol-2-yl, 2-oxo-tetrahydrofuran,

1-benzyl-piperidin-4-yl, or benzo[1,3]dioxol-5-yl or is



-57 7. Conmpounds in accordance with claim2, wherein
R3 is cycloal kyl and R4 is tetrahydro-naphthal en- |
WO 2004/180958Conpounds i n accordance with clai m 7, PGERID04/005177
conpounds are 7-chl oro-2-isopropyl -3
- 0x0-4-(1, 2, 3, 4-t et rahydr o- napht hal en-

_yI)-2+§iég%%§§%gxy IBOI p benzo [f] [1, 4]

oxazepi ne- C acrd cyclohexylam d or
8- dieth@EﬁhﬁmpmmakBébﬂopyl 3-0x0-4-(1,2,3,4-tetrahydro

-naphth&ﬁ&g %I) 2, tetrahydro- benzo [f] [1, 4]
oxazepi ne-b5- ca boxyl|c aC|d cycl ohexyl am de. 9.

ConpountSHi)s-Sdoweralgice with claim 2, wherein R3 is

scycl oal a 411 S -(CH2) O- pyridin-3-yl. 10.
Cbnpoungﬁhﬁﬁ@ggggrﬁance with claim9, which conpound

is - (CH,)o-C(O)NH,,

7-chl or g2 5,0pyl - 3- 0x0- 4- pyri di n-3-yl met hyl - 2, 3, 4,
5-tetraﬁ¥%@:§ﬁﬁ%hzo [f] [1,4] oxazepine-5-carboxylic

acid c%ﬂﬂﬁﬁé@%ﬂhh{ﬁé&%aﬁwmﬂ, Conpounds i n accordance
W th cI :%hZ wherein R3 is lower alkyl and R4 is

- (CH2), FP substituted by di-hal ogen or NR R".
1012. Cbﬂﬁbhhﬂ@Rﬂh’@H@@ﬂﬁRﬂpe with claim 11, which

conmpounds are 20

7-chl oro-4-(2,6-difluoro-benzyl)-2-ethyl-3-0x0-2,3,4,5

-tetralmydlo 3-1 dxeazo [f] [ 1,4] oxazepi ne-5-carboxylic

acid tert-butyl am de, 4-

(4-di net hyl am no- benzyl ) - 2-i sopropyl - 3-0x0-2, 3,4, 5-tet

Lﬁ%{gﬁrﬁrg@?&&&ﬂf shithbld 284 20ARBERAAGHRGAT POXYI 1 ¢ acid

7-chl or o- 4- (4-di nmet hyl am no- benzyl) 2-i sopropyl - 3- oxo-
2,3,4,5-tetrahydro 25 benzo [f] %ﬁ
oxazep?- nélosnmnldwyznqcerdancedwﬁht:lymm‘d reig R is lower alkyl.

15( 4- di met hyl am no- benzyl )
- 2- |sopropyl 8- met hoxy- 3- oxo- 2, 3, 4, 5-tetrahydro- benzo , -
[ f] [ 1Qimpouds pi sesoslapes Wik ylain 2awherein R yib gyelaatikyband R is

qgg%giﬁh?gﬁ$MMUIgﬁ%bY§ 5”0%86¥§S§F 3-0x0-2,3,4,5-tet
rahydro- benzo [f] [ 1,4] oxazepine-5-carboxylic acid
Lo DYt g A TR L AREET RdGRd
20- ( GRr@thpei-2apiftioyd-berayhs?isoptapyl-Byoxb Aub. Satekahkidro 0
2004153 &?ﬁi?oﬁgﬁlggg Qi ogcgﬁél;gd cﬁcﬁ)%exylamide,
7-chloro-4-(4-chloro-2-fluoro-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide,
7-bromo-4-(4-chloro-2-fluoro-benzyl)-2-isopropyl-3-o0x0-2,3,4,5-tetrahydro-
25 benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamid or
7-bromo-4-(4-dimethylamino-benzyl)-2-isopropyl-9-methoxy-3-oxo0-2,3,4,5-
tetrahydro-benzo([f][1,4] oxazepine-5-carboxylic acid cyclohexylamide.

5. Compounds in accordance with claim 2, wherein R® is cycloalkyl and R* is

30 tetrahydro-pyran-4-yl.

6. Compounds in accordance with claim 5, which compound is
7-chloro-2-ethyl-3-oxo-4-(tetrahydro-pyran-4-yl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide.



14. Conpounds in accordance with claim13, which
conpound is 9-ethoxy-2-isopropyl -4-
wQ 2604500988 hoxy- | Hi ndol - 3-yl ) -et hyl ] PCT/EP2004/005177
- 3-0x0- 2, 3, 4, 5-tetrahydro- benz_Qj[7f_] [1, 4]
oxazepi ne-5-carboxylic acid tert-butylamde. 5 15.

Compo in_accordance wit ' whetr2i n i 4.
Fover Al b et i el D Gpe s frfRlnfana v s
aceuildanc-aaphthhleatlaylm 13, whi ch conpound is

7-chl oro-4-cycl opentyl - 2- et hyl - 3- oxo- 2, 3;

4,5-tetrah - o[ f ' -

car boyl FE B ELERoidiel e with SRR PMRES eamtpnds ax
act-dildanzesopropyl-Glaiort-21,2)\ketretiahyd®8-riaphtlalear 1-31) k33,45 tdtrahydro-

R4_| .- benzol 1..3] di | 1 5-y] .. 18.
> Co n%%[l% %’Q&EC%%%%? Jance "%ﬂ ﬁ%{dg%g%c’}rﬁg#ml\(/\idjwo ?c h conpound
i s8-diettgtenminp-2kis8propyl-3-oxo-4-(1,2,3,4-tetrahydro-naphthalen-1-yl)-2,3,4,5-

fjLtf%ég?l'p?ec?@%%@”}g&r[ﬂﬂ,%@%%%%%%Y&?{r‘&%jh% kA DEORM A5 90 2, 3

oxazepi ne-5-carboxylic acid tert-butylamde. 19.
Compounds in accordance with claim2, wherein R3 is

| ower alkyl and, R4 is .20 1. l- P j 6l n- 4,

CompoudePROMedY abchudie FiR P 2 PhBel R R s v i
10i S-(CHEL)(dyridirefzyl - pi p eridin-4-yl) -2-isopropyl-3

- 0X0-2, 3,4, 5-tetrahydro- benzo [f] [ 1, 4]

oxazepi ne-5-carboxylic acid tert-butylam de. 25 21.

Conpoufd€ompoandaindanmdandetwithcdlainmd, vhisthemepourd3s i s

- (CHZ) m phenyl d R4, is,cyeglnal kvl . nds in
R B P L T B R e

2 044 01 9,3 Bo xR 22 A o PlEdla i cyclhBexylamide.

7-chl oro- 4-cycl ohexyl - 2-i sopropyl - 3-0xo- 2, 3,4, 5-tetrah
ydro-benzo [f] [1,4] oxazepine-5- carboxylic acid
benzyl am de. 23. Conpounds in accordance wi.th claim 2, .
wher ei H. RBnipeubds G2 ndaeRyith tlaiwe?, vetieksih RindoRar alkyl and R* is

- -Qh I i 1L b »gh hal . .
Cg%gﬁiﬁ" e'?lﬁk/ 21%})3 gfugg%%%&bﬁaﬁ%%lom grs %?gﬁn co rrrZJgu nds

are {
[ 7-chl oro-2-i sopropyl - 3-0x0-4-(3-trifluoromethyl -benzy
1)-2,3.4,5-1etrahydro- nzo.{fq. , il .
oxaz e i on RS RorABREGich Clih 1 & hich compounds o
20e S’i-ehlomf-44(9,6{diﬂuoro-benzyl)-2-ethyl—3-_oxo-2,3,4,5—tetrahydro—
2B 1 Rl Bt da ek SBRAhe - Tt hovy=S 0
4-(4-dimethylamino-benzyl)-2-isopropyl-3-o0xo-2,3,4,5-tetrahydro-

15

benzo[f][1,4]oxazepine-5-carboxylic acid butylamide,
7-chloro-4-(4-dimethylamino-benzyl)-2-isopropyl-3-0xo0-2,3,4,5-tetrahydro-

25 benzo[f][1,4]oxazepine-5-carboxylic acid butylamide,
4-(4-dimethylamino-benzyl)-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide or
7-bromo-4-(4-dimethylamino-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide.

30

13. Compounds in accordance with claim 2, wherein R® is lower alkyl and R* is
-(CR’R”)oindol-3-yl, substituted by lower alkoxy.



benzo [f] [ 1,4] oxazepine-5-carbonyl] -am no}-acetic
acid tert-butyl ester. 25. A process for preparing a

waeoeospauess of fornmula | as defined in claim1, PMI/EP2004/005177

10

15

20

25

process conprises 15 a) reactln . compound of fornula
O Ool ~(R1)~ RO/ I I a conmpound of

formul a ' . .. 20

ran. | VG iatsds in 236 ﬂﬂ%%ﬁﬁ% PRG0S soyfbEyFe

PGFk%WMﬁﬁ@M [2-6BnRehoxP- 1 ENihdoRS - 1) -etDyl] -3-0xR2)P>4,5-Fetrahydro-
T, S e B SR e RN Ot o med

|nto pharmaceutically acceptable 5 acid additi-on

zaltah 26. A conmpound according to any on -of clains 1-

4 e I e -ai ' 4

ot ai m o0 Sop R Lo Ree RURARES? S AR RO b il and R i

conthmhwhg one or nore conpounds as clained in any one

of claims 10 1 - 24 and pharnaceutical |y acceptable
exci pi ents.

16. Compounds in accordance with claim 13, which compound is

7-chloro-4-cyclopentyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo|[f] [1,4) oxazepine-5-
carboxylic acid tert-butylamide.

17. Compounds in accordance with claim 2, wherein R® is lower alkyl and R* is

- (CH;)o-benzo[1,3]dioxol-5-yl.

18. Compounds in accordance with claim 17, which compound is
4-benzo[1,3]dioxol-5-ylmethyl-8-diethylamino-2-isopropyl-3-ox0-2,3,4,5-tetrahydro-
benzo(f][1,4] oxazepine-5-carboxylic acid tert-butylamide.

19. Compounds in accordance with claim 2, wherein R® is lower alkyl and R* is

1-benzyl-piperidin-4-yl.

20. Compounds in accordance with claim 19, which compound is

4-(1-benzyl-piperidin-4-yl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide.

21. Compounds in accordance with claim 2, wherein R is -(CHy)m-phenyl and R*

is cycloalkyl.

22. Compounds in accordance with claim 21, which cbmpound is



28. A nedi canent according to claim?27 for the

treatnment of Al zheiner's disease. 29. The use of a
w@oroueds i n any one of clains 1- 24 for the PCT/EP2004/005177

manuf acture of medicanents for_fhe treatnent of

Alzheiner's di sease. 30. The invéntion as herei nbefore
d e?—%flllo?oe—qlcycl%gexyl—Z—isopropylé—oxo—2,3,4,5-tetrahydro-benzo [f][1,4] oxazepine-5-

carboxylic acid benzylamide.

23. Compounds in accordance with claim 2, wherein R’is

5 -(CH3)m-C(O)O-lower alkyl and R* is -(CHa),-phenyl, substituted by CFs or halogen.

24. Compounds in accordance with claim 23, which compounds are

{[7-chloro-2-isopropyl-3-ox0-4-(3-trifluoromethyl-benzyl)-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carbonyl]-amino}-acetic acid tert-butyl ester or
10 {[7-bromo-4-(2-chloro-benzyl)-2-isopropyl-9-methoxy-3-0x0-2,3,4,5-tetrahydro-

benzo[f][1,4] oxazepine-5-carbonyl]-amino}-acetic acid tert-butyl ester.

25. A process for preparing a compound of formula I as defined in claim 1, which

process comprises

15 a) reacting a compound of formula

AT
270

with a compound of formula

R:-NH, I

and with a compound of formula

20 R’NC IV

to a compound of formula



WO 2004/100958 PCT/EP2004/005177

10

15

- 60 -
R3
/
. O NH
R\
N
o:& R,
@]
2
R I

wherein the substituents are as defined in claim 1,
and

if desired, converting the compounds obtained into pharmaceutically acceptable
acid addition salts.

26. A compound according to any on of claims 1 — 24, whenever prepared by a

process as claimed in claim 25 or by an equivalent method.

27. A medicament containing one or more compounds as claimed in any one of
claims

1 — 24 and pharmaceutically acceptable excipients.
28. A medicament according to claim 27 for the treatment of Alzheimer’s disease.

29. The use of a compound in any one of claims 1 — 24 for the manufacture of

medicaments for the treatment of Alzheimer’s disease.

30. The invention as hereinbefore described.

%*%%



